(43) SRg^MB 
2004 ^7 ^ 15 H (15.07.2004) 




PCX 



(10) SRS^IBS^ 
WO 2004/058969 Al 



(51) H!61*I^»S^: C12N 15/11, C12Q 1/68, 

A61K 39/395, 48A)0, A61P 1/00, 11/00, 15/00, 35/00. 
GOIN 33/15. 33/50. 33/574 



PCT/IP2003/016417 
2003 *12 fl22 B (22.12.2003) 



(21) StSUEiS-^: 

(22) BtetUISB: 

(25) BISUOKDmS: 

(26) SES^BflCDSS: 

(30) fi^t^tT^-^J: 

4# 612002-373144 

2002 *12 24 H (24.12.2002) JP 

(71) mmxmm^^<±x<om^m\z-Di^x)inmma 

Xi^ftS^tt (TAKEDA CHEMICAL INDUSTRIES, 
LTD.) [JP/JP]; =f 541-0045 ^WLSS ^Erfi^^ftK JUS 
fflriaT a 1 S 1 Osaka (JP). 

(72) «ffl*;i3cfet; 

: (75) m^^/mmx mmiz-Di^xo^): §iife»-(Hi- 

KICHI^Yuichi) [JP/JP]; =f 305-0035 SKtSlft O < If rfi 
I t£ttt4TB 2 1-2-1-5 0 4 Ibaraki (JP). ffiS if} 
I (NISHIZAWA^Satoru) [JP/JP]; =f305-0035 O < 

firfi teftSTB 12-1-301 Ibaraki (JP). 



C74) ft3SA: S<S^— . ^(TAKAHASHI^Shuichietal,); 

=r 532-0024 sfcEJS ^EmajilB + = *Br2TB 
1 7S8 5#iSQaiSXSII«Adti:^EXig|^Os. 
aka(JP). 

(81) ti^S (M[^)i AE. AG, AL. AM, AT, AU. AZ, BA. BB. 
BG, BR, BW, BY. BZ. CA, CH, CN. CO. CR, CU, CZ, DE, 
DK, DM, DZ, EC. EE, EG. ES, FI. GB. GD, GE. GH, GM. 
HR, HU, ID, IL, IN. IS, JP, KB, KG, KR, KZ, LC, LK, LR. 
LS, LT, LU, LV, MA. MD, MG, MK, MN, MW, MX, MZ, 
M, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD. SE, 
SG. SK, SL. SY, TJ. TM, TN. TR, TT, TZ, UA. UG. US. 
UZ, VC, VN, YU, ZA, ZM. ZW. 

(84) (jKfi): ARIPO (BW, GH. GM, KE, LS. 

MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 3.— ^ *>T*# 
^ (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — □ 

(AT. BE. BG, CH, CY, CZ, DE, DK, EE, ES, H. 
FR, GB, GR, HU, IE. FT, LU, MC, NL, PT, RO. SE. SI. SK. 
TR), OAPI (BF. BJ, CF. CG, CI, CM, GA. GN, GQ. 
GW, ML, MR, NE, SN, TD, TG). 

— mmM^m 



B (54) Title: PREVENTIVES/REMEDIES FOR CANCER 
^ (54) ||M(D«»: 35<^<D^^R6 - 

(57) Abstract: As preventives/remedies for cancer, apoptosis inducers and so on. use can be made of a compound capable of con- 
^5 trolling (preferably inhibiting) the activity of a protein having an amino acid sequence, which is the same or substantially the same 

as the amino acid sequence represented by SEQ ID NO:l, or its salt; a compound capable of controlling (preferably inhibiting) the 
OO expression of a gene of the above protein or its salt; an antisense polynucleotide having a base sequence, which is complementary or 

substantially complementary to the base sequence of a polynucleotide encoding the above protein or its peptide fragment, or a part 

thereof; an antibody against the above protein, etc. 
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m m m 

5 m^^m 
10 ^m^m 

m.^^^m.^mmmzfm-r^rcib\z. cDNASfc«:tu rf>?i^ w-rt^ h^h 

TS^I^T&^WRU -€-.a)^ffltt;?>^m^$nTVi^.o mXiit. Affymetrixih© 

20 -OOfe^o 

t>^z. ti!)m^''kf^izm<E>f}^tf3i'Dx^rcio ^ a'^^v^^^f ^ h 
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^e.nTVi^(4'^e,iiS. m^m^ 2001^10^ 

v'g ^7i^3 ^7AXCDEhhancer of zested*; Polycomb group i:l5?$ tlS-^ 
— CD— OT. ^D-T^>$rM-r§-CilCJ:oThomeoticjte^©l^§3^^|lllM 

ChenP>J*Down5^lcMBTSjtfe^^mi|-r'5aK)-e. 21#^^#:3X^ 
-r:/^U— *^e»exon trapping^^frofc (Genomics, 38#, 30-37M, 1996 
^) o i^n— ->y$nfcx^y>(Z)— "0«>'3'>'>^3'i^AX(DBnhancer of 
zested >/.i^^izM^^nn^^7ri'th<D'V$>D. ^S^^ a— x>5^^ff oT " 
10 ENHANCER OF ZESTE, DROSOPHILA, HOMOLOG 2 (OT, EZH2i:$a^"r^ C^i'bafe 

(Genomics/ 38#, 30-37M, 1996^) . Cardoso e>«EZH2(D^ 

0^5£JC|lt>S'5Itg14<£^l^bTl^^S (Europ. J. Hum. Genet., 8#, 174-180 
15 Ms 2000^) . Varamballye»^i5l^;^^E>*^^ttHaSE:B*«^^C:feViTEZH2)&«^ 

fe, $e.ic:tgie>t*EZH2jc:^-r^siRNA*^th> mmizmAT^^hiz^-oXs m 

±mf)'^/vmm^omm.tim^^n^^t^^^l^X\^^ (Nature, 419#, 624- 
629H, 2002^) o Vib^V-^i!fi?>. t^^S:M£4^€)J&^^ST<DEZH2®^3^5tii^c:^ 

<&BI#b;^/(l^ofet©^'&3i>«^'5 (Nature, 419#, 624-629M, 2002^) « 
Cao^«EEDi:ll3^tinS:$'>/^^MtEZH2(Z)tt'&#:S3i«®lb, Z.CDm-^i^ffi^ 

if l/:ty-A fcX h >H3(Z)27#aoU i^>^SSr^9^;Hb-rS il t ^^^bfe 
(Science, 298#, 1039-1043M, 2002^^) » ifi^, b >i57 >A°i7KO^^K|r, 
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10 (1) iB^j#^: i'vm^n^7s.ywmmtm—hh<\tmnmzwi—(D 
nu ■ ■ 

(3) BB^j#^: ixm-^n^y^ymmmtm-hVKumnmizm-o) 

(4) ±m (3) iBm<^T>5^■fe>7.5j?u^^^7^':^-^H&-^WbT>^^*^^ 

±13 (1) , (2) . (4) ^rc\^ (5) l3m<D^B& • ?&5^iS!l. 
(6 a) il}^/vi)^. 7l^;^^>#^fe#'i43&^^-eS^±l3 (1) > (2) > (4) 

(5) mm(D=f'm ' mmm. 
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MJi3&^^. mmfi^Aj. W5&^^. mm^/v. mMib^/v. ^^mti^/u. 

(4) (5) mm(D=f^m • mmMs 

' ■ Ajs I»M*^^> nui^/u. mm^/v. mm^/u^ ^^mf}^/v. bm^^ 

^> |pm*^^^ iJ®is*fe«jfii^SMiiTfes±iH (1) ; (2) , (4) ^tc 
« (5) f^m(D^m ' f^mnu 

15 (9) 5&^^*«, i^mni^/v. mj&^A;. #lil>^|t^s:^c«lpm3&^^Tfes 

±12 (7) *^c« (8) IBicO^^m. 

(9 a) nj^/uHi^. Jl^;^^>l^fe#ttJ&^^■rfe^±lB (7) (8) lam 

25 (13) bX h ^W'T^'fb'&^l^^^cJ*^© 

(13a) b:^h>pt5^;WSfe=^^i^*«. bXh>H3©9#a:feJ:t)t (* 
fet^) 2 7#@©«J>'>B^JC>^5^;l'^S:fe^-r^#mT^^±IB (10) ~ 
(13) (DM. . 
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(14) @5^j#-^: ix'mi-^n^r^ymM^itm—hVK^tmnmzm— 

(15) mmm^: i-vmi-^n^rB.ymMmtm-'^i^<u^nmzm- 

(16) sa^j#^ : 1 -vm-^n^ r a /wtm^i iim—%v< \tmm^\zm— 

10 

(17) mmm^: i'vm-^n^7^^wtmmizwi-''hv<\tmnmzm-' 

15 (17 a) ilS (14) t)b<« (16) 13^©:^^^ U-:n>if:^S^:fe« 
±13 (15) hV<\t (17) |BmoXi7U— ::i>i5^ffl^^;/ h^fflViT#e»n 

(18) mm^^: i-vm-^n^7^ywmmtm—hiy<^t.mmmzn— 

(19) mnm^ : i'vmi-^n^rB.ymmmhm—hi^<\tmnmzm— 
mm. 

25 (2 0) m^m^ : lxm•^n^y^JWt^ntm-'hh<\tmMm\zm— 
(2 1) is^j#^: ix'm-^n^Ts.ymMy^itm—^vK^tmnmizm— 
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(2 1 a) ±m (2 0) (2 1) $^m(D7.^ v-=^>if:^m^m^^T 
5 (2 2) m%W}mizM\^x. (i) @a^j#^ : iTr^^n^TsymiB^jtiwi 

(2 3) m^mm^zMvx. (o i5^j#-%: i-r^^n^T^/msB^^ij^i^ 

%t)b<«^®m, (iii) m^>/^^n%v<\t^<DU^^^'^\^^t^^^t(D 
20 -r-STi^ u ^ ^ i/:^-^^ H (Dm.mmm\zmmmhv < \t.mmmzmmmf3im.mwim 

(2 4) iT^^nsT^y^saanj^^— 'bb<«^®w^c:p|— 

(2 5) @3^J#^: lT^$tlST^y®?@aa^Jtl^-'%b<ti^MMtCP|— 
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(2 6) i)^/u(D^m • fhmm^mi^'r^r:iib(D. a) umm^ i -vm-^n 

5 om,. (ii) m^>/'^^mhv<\t^(DU^^^^\^^rcu^(Dm.<Dm^'^<o 
^zf^y^t^Tcit-^o^m^zMT^i^i^. ^rc\t (iv) m^y/^^i^n^rMto)^ 

10 ©^ffi. 

(2 7) T5}?h— >Xil^?f«j&igB-r§fc86(D, (i) IB2?'J#^: IT^^tl 

CDii. (ii) ^iS7>A"^S'bb<to®gP^^y5^H*;fe«^C):^Ojtfe^® 
15 fl^m^S<b-&i^'bb<JA^cDJ^, (iii) ^i$'>/^i7M'bb<«^®«B4> 

^'zr^Y'^tdit^CDmzM^^^^^ ^TzJit (iv) ^iS'WIi^K^^h^-^OgB 

20 

(omm m^\-t. wm,. num. wms^. ^^yymm. wm&mu. #m 
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^^mj^s nk'wmm. m.mmm. ^mi^hiy<\iimmmm,. ^r:i\t^n^mf^ 

m. jfFM; ^mm. w^m. m(Do. mm. i^m. mm. m. 
. m. izm. /Ml) . ikm. 'L-m. mm. mm. mTm. mmsk. m^m. m 
fi. WM:. fib^. i^'M. n. mm. ^^mfs^a^zm^-r^^yz-^^n^^^x ■ 

15 7^ywtmm(Dnmm'^. nm^WrWrjvzfvXAmm blast (National 

Center for Biotechnology Information Basic Local Alignment Search 
Tool) ^m^\ &rf<D^^ mmi^=\(i;^^y':^^B'r ;^hV^7.= 
BLOSUM62; y ^ V >if=0?V) \ZXWrn'r^Z.iii!}'^'C^^o 

mmmn i-v^^n^r^jmmmiimmmzm-o^T^ywtm^i^^m 

mtmm^\zm—(DrB.ymMm^^mi^. @2^j#.-^: if^^n^ra/m 
mm^^m-r^^>/'%i7Mtmmmzmn(D^^^^-t^^>/'^^n^^i)W 

ua) m^uanim^f^n^o mnmzmm^u. ^ti^<D^mf)mnm\z 
\i7.vy^^)mm^mm^mmm m. ^0. 01-10 0^, 0^v< 

\tmo. 1-1 ofg, J;t)»*b<«0. 5^2m) x$>^;itf)^tif^V^^-A^. 



wo 2004/058969 



PCT/JP2003/016417 



9 

298#, 1039-1043H. 2002^Jc:|Hi^<D;^^^/^«^tlJc2pi;^:*r}*{CtJeoTffl!l 
5 Jfr§;i^5&^*-^^^. (i) 2^^BJ(D^>A°^K-EEDlt'&#. 

(ii)^5^;PS&4Sclt«g^llbfeS-T5=y'>;V-L-7^5=^:tn>:feJ;CJC (iii) t 

10 JtSm. ^J;ltf. SDS-PAGE^tc:<fcoTK^i^<£4>ilb> i^mMmiiT^li 

^tc. :i^^mxm\f^&n^^>/'^^nthx\t. m^\t. (i) mmm^: i 

(i~5) m) (Dys.ymi!)^^^vrci7^ymmn. (n) @H3?'J#^: . 
$la§T^ym@H2?iJlc:i*:fe^*2<@£4± (^J^t^ i ~ i o o^igS!. $f*b< 

20 5) ^) (DT^ymJ&^'#ilPb:feT5ym@S^J. (iU) @2>?ij#-^: iT^^ns 

3 0M@m. B^\^<\ti^iomnm. $e>tc«^^b<«^ (i-s) i®) 
0DT^y^j5^jfA$n:fcT^/mBBa?>j. (iv) mmm^-. i-e^snsr^y 
msB^J4'oi^fe«2^£ji± (01)^^^1-1 0 omnm. $f*b<t*i~3 o 
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^n^^yz-^^mits c^m^ti)V^^-^)vm (-cooh) , :^;i/3i?^>'i^-h(- 

5 COO") , T^H (-CONHP ^rcUJL7.^)l. (-COOR) ©^6rm?^oTfe<fcl^^o 

z.;i-vx.7.'T)Uz^if^RtVX\t. m^\t. ^5^;k x5^;1/, n-yatf 

20 6^^[H(DT2,/m(Dmm±(Dmmm m^it-oH. -sh. T5y»> -r^ 
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10 \ztif^v<um. (1-5) ^) (DT^/m*^^^u. ^(OT^jm^ 
m\zii^rcU2m&.± m^vK^ti^zomnm. <kDiyF*b<j±i~i o 

$e>J::$f*b<«^ (1-5) ^) ®T^ym5&^#Jnb, ^ 
<«i~ioffi@m, $e>ic:0*b<«^ (i~5) ^) 0T^/m*^ifA$ 

15 ^rcu.^(DT5.ymmm^(Di^rc\t2mu± (iff*b<j*i-'2 o<@ 

igm, J:!3$fSb<«l~l 0®@S, $e>tC$f*U<«^ (1~5) ffl) <D 

2^^WT?fflv>e>nssP:5[j'^y^H«C5K«7&t:^;i/3H^>';i/« (-COOH) , 
h (-C00-) » H (-coNHj) *fe«xx5^;p (-coor:) 



wo 2004/058969 PCT/JP2003/016417 

\z^m^n^m m. mmm. mmm ^^mm m. 7)vij^j^mm uat 

um.tvx\t. mpi\-£. mwmt mx\t. mm. u>^> ^tJi^^mm. mt) 
5 h(Dm. $>^\^^\tmmm: m^it. mm. ^m. -^oyd-^ym. y'^}vm. 
w>m. r3A^7i&> m^m. i?:^>m. ^^y^m. wm. ^B^m. ^^^y 

^zf^ii'^f^.mizmv^xmm-r^^thx^^o 

x/^r->1tfl&. 4- (2* , 4' ->?p^ h^v':7x— ;V-Fmo cT^/X5^ 

T^ymtmm.'Mm&^mmzumvniT^ymt:. B6*)tf ^^>ai^k® 
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v^-r^ H^iibTt^x Dcc, N. N'-5^-rv"/ntr;i/:^j;i'3j^s^-rs n- 
s, cnc»JcJ:-5flimt:ict^^-fe^^t;«i«!I^in^J (l?a^t^. HOBt. Hoo. 

Bt) tthiz^mr^/wt^mmmmizmmt^fi^^rM. mmmmTi^m^ 

s^x^;u;^.HcDxx5^;wMfe^Vi«::n5)<z)jg:i:o^g-&i^35:<H:0^ 
20 n^c ^tt^b$n&T^/mM^#^{«ai. 5-4f&iM^jTfflVie>nso x> 

;^j;1/4?x;K Cl-Z, Br-Z, Ti5^"7>^;W^4^v':^;i/3l^x;K h U :7;i. 
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:^)V^^iy)]^m\^. Mpi^t. T;u^;uxx5";Hk; m^\t. ^^)V. x^;i/> 

4-xhD'^>>?;i/xx5^;w 4->t h^'>^>>^;^i'xx^>'^> A-i^uu^ 
>v?;vxx7^;k ^>XkHU;i'XX5^;Hk) . 7x:^-i^;i/xx5^;Hb. ^> 

10 -fe'JXJOTlc^^t. mx\-t. xx5^;Wb*;fe«x— 7=-;Wbic:<fcoT#^-rs 

^D'»®>'a:y-;H47K^^O#a»aibTtt, '^J^«> Bz K CI2 
-Bz 1> 2-xhP^>>^;k B r-Z, t -:/5=';i/?'ci:i:5&^fflVie.n^. 

3, 6- hU>^5^;P'^>'if>X;W3f;x;K DNP, ^>z^)V't^zy:^ 
20 5^JK Bum> Hoc. Trt, Ymo cfSiEtf^^^^^tl^o 

2, 4. 5-hUi7Dn:7x/-;i/. 2, 4-s^xhD:7jty— s^t/^ 
9^;PT;i/n— ;v. hD:7xy— hone. N-t fo^s^x^ v-^ 

25 1^. N-t Kq^'>:7i5';WS h\ HOBt) i:®XX7^;W }^^:*^fflVi^n 
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;P^;VS«±IB©1. 2-Xi5^>>?^:t-;K 1, 4-':f^>^'^:t—)Vf3iE 
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mhx^xn.. mxu. ot© (o - (v) jdiaife^tife^i^ji&^^tf&ns. 

"(i) M. Bodanszky :fei;<Df M.A. Ondetti. '^^/^^ H • S^^-bS^X (Peptide 
Synthesis), Interscience Publishers, New York (1966^) 

(ii) Schroeder*3J:tA.uebke, if • H (The Peptide), Academic Press, 
15 New York (1965¥) 

(iii) ^mm=^m. ^-^^^^^^commt.mm^ timm) amm 

(iv) ^m^m ^QiixmwM^. m\:.^^mm u ^>n^m.<Dim\y. 

205> (1977¥) 
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DNA. HuiBb;^cm-mi^s*<^cnNA^-r:/^u-, -^^DNA^v^-r 

5 J^OtotalRN.A^ifetimRNAiil^i-^iiMbi^fecD^SrfflViTit^ Reverse- 
Transcriptase Polymerase Chain Reaction i&Tf. RT-P CR^tlil&l9xi' . 

,10 ^mMmm x h u >i^x > h u^^t-vm ^ u iS^-r x-r §:^»@B3?'j<£r 

U^-rX^r^^DNAtbT^, mfJit. SB^J#^: 2T^$n^:^^Ba??iJ2: 

9 5 %eA_hODtBNtt*^-rsmSSB^J&'^WrSDNA35c£5&^fflVie)nSo 
20 l^SiB^JcOffil^ttJi. ffi|WI14th^T;W::fUXANCBI BLAST (National Center 
for Biotechnology Information Basic Local Alignment Search Tool) ^fflV^, 

(^#M=10 ; ^^-/y&I^T ; :7.r;Ui5'U >i^=ON.; -r^^/^^xri 
T=l ; 5X-7y5^X3T=-3) lc:Tth^rsil^;&«T#S, 

25 Molecular Cloning 2nd (J. Sarabrook et al.. Cold Spring Harbor Lab. 

Press, 1989) ^C|^«CD:3^^*;a:<i^^C^^^oTfTJ^"5 T&M®^ 
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@B^j#^: 2T^$n§^Si2a?«j<tA<r::^Ui5^-rXT#sDNA«, mut 



wo 2004/058969 PCT/JP2003/016417 

19 

Molecular Cloning Znd (J. Sambrook et al.. Cold Spring- Harbor 
Lab. Press. 1989) \zmWi<0:^^fS.a\ZlSt'DXfff3i-z>tizi)'^'V^^o ^fe, tU 

5 Uo^tf)^T^^o 

A<DmMMM<D^Wit. PCR> {£k^<D=^yh. M^^ts Mutan™-super 
Express Km (SSii iW) ) . Mutan™-K (^tSit (.W) ) ^^fflV^T, ODA-LA 
_Km> Gapped duplexi*> Kunkem^©gip!|c^^©^^feSViJi:-en^fc2pD 

^rci3'.^miZ\mmn±=lV>tVX<DTAA. TGAS;/^tiTAG 

^WbTViTfeJ;V^o c:ne><DiaiiiaS&33 H>-^iaiRJ^jhn H>«v jt^J^R-^ 
15. ^DNAr^':f^-^m^^xmaT^^h^x^^o 

^n>-H-r^DNA75^e)e6^^-r^DNASlr>^Sr^Dmbv (p) MDNA^ 

}^^mmf3imm^^^r-'^<Dzfu^-:$^'--(DTm\zmf^'r^z.ii},z^Kinit'r 

20 ^i^^-<i:bT«, F m. pBR322, pBR3 

2 5. pUC12, pUCl 3) . H (^il, pUBll 

0, pTP5. PC194) , H (^J> PSH19. pSH 

':7-r;i/x, A'^^o':7-r;V'7.?^^o®j«^'^-r;i';^?5:a:<o^ts. pai-ii, p 

25 XTl. pRc/CMV» pRc/RSV, p c DNA I /N e o75:<i:}«>^ffiVi 

^m^iii^xm^^^^-^its s R ^—3^--. SV4 o:/o^— i^'— , l 
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20 

5 trp:/P^:-^-. 1 a c iS7-> r e c Ayo^-^J^—, APl>^ 

^gll-e?^^:^'^'^*, SPO lyn^— iJ'— V SP0 2yD^— tJ'— > penP 
ya^r-a^-J^^. PH0 5yD^-iS'~. PGK 

SV 4 0 o r i tiH&ia^-r^J^^d^*^) ?fef^"^WbTViS%)a)&ffiViS Zli 

hf T t.^^'mr^^m-^ffih^) C^Vhl/^ir-h (MTX) iitit] . 

T>t!v^U >»14Jt^^ (£;T. Amp ^tlB&^-r^«'&75>^a&^) ^ ^^^^ 
5^>»ttjt^^ (£i^T. Ne o'tl8&5pa;-r^«'&30tfe^. G4 1 8i&14) 
^tfe>nSo dh f r jt^^»5=-^-r--XAAX^-^mfflViT 

20 dh f r jte^^^^'T-;i?7-<?:bT^ffl-r ^^-^^ a6<}ilfe^^5^^>^>* 

N^m^tC#jbn-r^o ^t^d^Xv'xU tTMMTSSi^'a-t*, PhoA • >'i^:^;i' 
^1 CD J; ^ bT:^ll$ nfe*^BJ ® i^' > A 1^ P - Hf ^ D N A ^-^W-r 
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5 (Escherichia coli) K12 - DHl CProc. Natl. Acad. So i. USA, 60 

#,160(1968)]. JM103 CNucleic Acids Research, 9#, 309(1981)3 , J 
A2 2 1 [Journal of Molecular Biology, 120#, 517(1978)3 , HB 1 0 1 

[Journal of Molecular Biology, 41#, 459(1969)] , C6 0 0 [Genetics, 39 
#,440(1954)3 y3iE7t)m^^<^ti^o . . 

10 VWl/y^MM^bX^, mX\t. ; WW;^ • l^-r/^^Jl'X (Bacillus 

subtilis) MI 114 [Gene, 24#, 255(1983)3 , 2 0 7 - 2 1 [Journal of 
Biochemistry. 95#, 87(1984)3 f3i^f)m^^^n^o 

W^tVX^t. MX\^. ■tf->y:^D^-r-feX irl/f>'X (Saccharomyces 
cerevisiae) AH2.2. AH22R-. NA87-11A. DKD-5D, 2 . 
15 OB— 12, $^l/+)--;/;^7D'7^-fe;^ 5j?>'^ (Schizosaccharomyces pomb'e) N 
CYC1913. NCYC2036, b!^T /tXhUX (Pichia pastoris) 
• KM,7 l}^i:5&^fflVie.n§, 

^^WitmS^ (Spodoptera frugiperda cell ; S fiffllia) , Trichoplusia ni® 
20 •t'MSJl^^MG lJ^Jia> Trichoplusia ni(D#S5l50High Five™iiR " 

. Mamestra brass icaeS5ll®iiffllii^^J^Estigmena acreafi5t5©$fflllS:^<H>&^fflVie) 
tl^o ^^)V7.i!f^BmNPY(Dm'^\^. mm^m^tmm, (Bombyx mori N m 

m (ATCC CRL1711) , S f 2 IB^^ Vaughn. J.L. e»> In Vivo. 13, 

25 . 213-217,(1977)) fSiE.Hfim^^^^tl^o 

Nature, 315#. 592(1985)3 . 

mmmmtvx\t. mx^t. it;i/mcos-7. vero. ^^^-fx-x 
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•-r--XAAXi5^-ilfflll^CHO (J^T, CHO (dhf r") B^t^W , 
-^^Ts-LmU, ■7'^XAtT-2 0, "7»:77.SXn-^iBfla. •7'^:;?.ATDC 

X->aiUfcTMII*?^Mfet^t*'5>lC«, 'CBJjJLt^, Proc. Natl. Acad. Sci. 
5 USA.69#,2110(1972)^Gene, 17#/l07(1982)75:<HlCfB«c<D:^^tc:t»eoTfT?&-5 

;Wl/XMM*?^®teil"r^lC«, ■C^y^t^. Molecular & General 
Genetics, 168#. Ill (1979) ?^flC|H«0:7^feJC«!-oTffJ^5 21 t5&^-e#^o 
#©=&?^^Kil'r^tc:ti> -^aj^f^. Methods in Enzyme logy, 194#, 182- 
10 187(1991), Proc. Natl. Acad. Sci. USA, 75#. 1929(1978) Jfe^fCtBm®:^^* 

m,&mU'^tc\'t^^'^mm.UWr^\Z\t. mXU. Bio/Technology,6, 47- 
15 rif3-;i/.263-267(1995) (^iPl^h^ff) , Virology, 52#. 456 (1973) tC|B*(D 

bT», m7<.\t. ^^7.h')>. nm'mms zyB^fs^E. 

^^h^. ^if-r>. ^x:^x. xm^. nu^iyBmmmf3:E(D^m^rdit 

^y^^#trM9^ai C$7— (Miller) , Journal of Experiments in 
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Molecular Genet ics, 431-433, Cold Spring Harbor Laboratory, New York 
1972] ;?>W*bVio z:;Hz>Z-m\zJ;:r)zfu^—^'^^^m^<mii^^^r:iib\z. 

mx\t. 3/3— r>Hu;pTiJ7u;i/m©<t-5Jsmi^j*iip;i^cit3&«T?^s. 

Hs^—iS/^— (Burkholder) */hig:ffi CBostian, K. L. Proc. Natl. Acad. 
10 Sci. USA, 77#, 4505 (1980)] ^ 0 . 5 y S D^tfl CBitter. 

G. A. e.Proc. Natl. Acad. Sci. USA, 81#, 5330.(1984) ] ./&t#frf e,nSo iStt! 

(D p H t*!^ 5 - 8 ici^MT^ <D;&ws i>.vio ^mmf^m 2 o t:- 3 5 rrj^j 

2 4 — 7 2^FB^ffi^Vi, i^^g|fcJ^CTSM-^iii^&iP;l§c 
15 Grace's Insect Medium (Grace, T.C.C., Nature, 195, 788(1962)) \ZiWi\^\^ 
},t.me. 2 - 6 . 4 tCiffl^f b Vi. ig^Ji)!^)^ 2 7 ^ 3-5 

20 5^2 0%(DWM^Mn^^tSMEM^m [Science, 122#, 501 (1952)3 , DM 
EM^m CVirology,8#, 396(1959)] , RPMI 1 6 4 O^M CThe Journal 
of the American Medical Association 199#, 519(1967)] , 1 9 9:^:N& 
CProceeding of the Society for the Biological Medicine, 73#, 1 (1950)] 

25 —4 ox:xmi 5—6 o^FsifT^'cCV^, iH'mzmU'Xmm.^m.w^nix^o 



wo 2004/058969 



24 



PCT/JP2003/016417 



10 (Dmm\t. ^wjk^(Di^m'mmm^m^^zm^'^t>'i±xnf3iv^t'fy^x^^o 

i)^< \^xn^n^^>n'i7mmmW'Xm^nrc^'^\z\t. uw<ik^(D^^ 
^^^,At.^n\zm^:^^■^mz2;:,'oxmz^m'r^z.Emx^\ mz^x%^n 
20 • tz.^^\z\%uw<^^<D-^^^^\At.^n\zm\:'^^mz^y). mmw^it.\t^ 
(Dmzm.wr^^t.ffix^^o 
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25 

^#:CDiJiWtC:feViT«. Ctl6«:#JC2^^BJ<^>^ W^^M^B&bB-T^^^*^^ 

10 (a) ^y^u-'^jm^M^mmoi^m: 

tc^ng#:^^vit*s^. #rajtit)ic©#$nso" s^tcimtTm^jg^. 
h^ig#bT feet Vic isj#t*aa2~63i#iciiHi'r':3, th 2 — 1 0 mesff 

U'-:^)vmi^m^mm<Di^m^zmvx\ts i^mx^m-^ntcuskmrn. 
20 m^rcW)>^'^m^mmv. ^nibiz-^^ri^^^m^mm^mm^^^tim 

25 ^—^—ii^AX^^XO:^^ CNature> 256, 495 (1975)] \Z'm^mMt^ZL 

^mmm^ti^xit.. m^irs:. ns-i> psui, sp2/o, ap-i 
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2(5 

. 1 : 1~2 0 : imm^^^> PEG ($f^b<ttPEG 1 0 0 0~FEG6 

0 0 0) oxmm.omm'vmM-^n. 2o~4 0'c. iffSL/<t*3 

$^\^^o m^it. 1-2 0%. iff*b<«i 0-2 o%®4^fl&ieifiL«*#tpRP 

20 M I 1 6 4 0 .1-10 %CD4^j|&J,ejfiltt^'^trG I Tigjfi C^^^MmxH 
(t^) ) ^§Vi«/Wr^U H--Ti^«ffl*Sl(iLt»j^^ (SFM-10 1, BtKM. 

m (i^i) ) fsi^^m^^^^tii^x^^o mmMM\-i. ®^2 0-4013, 

b<i**?l3 7t:-e^So J^^I^WJd:, ji^5B-3jlF^, »*b<filj®IS- 
25 H--7^^±m©in:#:#«> JitB®in:jfiLm4'c?)fiT:#^fficD2l!l^tl^:mJclxTSajt 
(b) ^y^o— :h;U^#:(0*fm 
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-i^y^mi^ m. deae) \z^^mmm. mm't-^^ y;u53§fe> iKm 

10 y?-%^%\zn-t^mf--^^m^mm^x. m^<o^mmm:nt^oz.t.\z^ o 

u y-\zwm^'^x^\^ta\^'r>\zn\^-xmm%^^< 

^0. 1-2 0. $^^u<^A^l~5<DSlJ^T;^J:/;^$i^^:^^£:^t 

25 v^^o m!^m 2 ~ 6 js^tc 1 iHi-r":?. 3 ~ i o sg^ff j^t»ti^. 
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2|c^Bj©DNAt:i^«6<Iic:+BMW3fe:^S@3^Ji:«. m^^ti^ 2^^gq®DNA 

20 5?i57l/:t5^Hd^. (□) RNa s eHf;iJ;§RNA4HI?SrJtl^"rST>5^ir> 
25 @B^J#^: 2 *fe«@5>?<J#^ : 3 "eS^b^n^^Sia^JS^W 
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29 
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l2|5:mDNA. 2 2^^RNA, 1:*:^RNA. DN A : RNA/W ^ U HT? 

^^^y:/(^#Vifc=b(D> p^^Mb^nifet)®. i^e;±(D5c^©j?i^i/ 
T^u>^>. v^u>fsia) srito'bo. ^u-h^b'&ti m^m. ^m. m 
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■ (RNA. DNA) -e^So ^|fP$n;fe^m<^:ar#^a|tbT«. 

20 ^fPharm Tech Japan, 8#, 247MS;^^t395H, 1992^, Ant i sense Research 
and Applications, CRC Press. 1 993^5^ ^Tic#<^'^$nTVi^« 
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32 

;i/i^DD7i>;i/p^— u—)vmf3i^) t^mvf^n^o ^ovrch(D\-i. ^m<d 

20 f^o 

-thxmm-r^^tp^m^^o -rrsit)-^. it)^Ajmmiz:^sn^^mnm. 
(Dm^mmo^mm. mmmn<Di!^M(Drctb<D'^-:^-tiyxmmx$>^o 

^> M5i:JS;6«^. ^Mffi/u. l^plli)^>^^. flaii5&«^. Jl*ji^t^, wffiAj. 
mm.f)^/v. =f"Bifihj. nm'^/v. mmi)^/v. mm^'^/v. mmm^ 

stammmfsiE) (D^m-mmnu $f*b<^*;^M3^»«^. %m/u. im^A,. mm 
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/'^^mom^^mw im^^rcumm. ^if*b<«la#) -r^^t^m^tc^t.^ 

10 A^. i^mii^Aj. MMi^'^Aj. mmti^/v. m'^A,. mm^/u. ^K/^>^^v 
mmni^/v. ^vtmnj^/v. mmnj^Aj. mm^/v. mmm. ssammuii) <d^ 

15 \yX^mt^z.t.ifix^^o 
rc}sb(ouMii\^xmmx^^o 

mm^^t. (ii) :^^m<D^>/^^niium\:'^m<Dm^m(Dii7.h>y^^ 

_hlB7.i^U-::^>i^:^^l^*5ViT«, (i) <fc (ii) (DM^K^i^^X. 

kXh>p^^;i/»fe^S^«14<£:g#:^^O^ii. -fiJlljlt^Scieiicev 298#> 
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34 

1039-1043M. 2Q02mzmm(o:^m^rc\t^n\zm\::'^:^mz'^-Dxm^iy. tt 

(i). (a) ^^mmo^d^y/i^n-EEdm^i^. (b) 

i^^R^s-^'&rcm'^hs (ii) u.mt^m(DWtE-r. u) :^mmo^>/t^m. 

.-EEDlt-&#> (b) ^^)Vm^nmmn^VrcS-Ty'y >^)V-l-:if^'f-:t=:.>:^^ 

nom^^mm amt^rz^mm. 0^\^<\tmm) t-s^k'&t>*fe«"?-<^^ 

fetlbX h>H30D.U>^>27^5a@a3?'J<£Wf ^jJ^U^y^^H&^M^ii::'^^. Si 
(i*) (a) :$i^m(D^>/^^n-EEm'^i^. (b) S-T^^y 5^;V-L-pt 

25 ^:t=^>i^^zs (c) \^7.Yy'^yn^m.> ^rurf^^^i^^y-A^fet^bx h 

>H30U>^>27^ia@a^J&W-r§3l?U^y5^H&Sf5$1i:fei©-&i:, (ii') ^ 
®^'m'&i^©#ffiT> (a) 2|s:fiHJ®^>/'?i^^-EEDlt'&#. (b) S-T"7^>'> 
;i/-L-^5^:t->:fe<fct)J (c) b7.h>^>A°^M. ^TU l/^ty-A^:/^: 
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«aJ^t^tn:HistoneH3 (dimethyl/trimethyl lysine 27) l^i^fSi^^m^^X 

5 ^Tc. (i") (a) :^^^BJ(7)r57>Ai7K-EED^'&#:> (b) S-T^/z^JV-l- 
>*3cfcIJ? (c) tT. h^iS^^Ai^S. :tUrf5?;j7^:^V-A*feta:ti:^ 
b >H3(D U 5?>27^SiB^J^Wr5^U H?&SlE:$-&feJ©'&a:> (i i" ) 
M^^^b-^^JW^^ET. (a) ^mm(D^>/'^^n-EEm^i^. (b) S-Tx/v- 
;W-L-^5^:tn>:fe<};tJ? (c) fcX h >i$^ >/1i7S, U ::if^ l/:tV-A*yt 

feit^ ;«»^ffltie>n§. m^ti^xit. cosTiSBjia. 

CHO«fflJ|g, HEK2 9 3ailig;&:f©lbiifelJ!ffl|ia*W*b<fflVie,nSo MXi^ 

^mt^m. ^m±mm. mmMmm. mmmmm. mmmmmm^uaTf)'i$> 



wo 2004/058969 PCT/JP2003/016417 

36 

(i) <Dm^^z]t^x. m2o%&.±. ^ff*b<^i3 o%£iiJi, <fct9»^^b<t* 
5 ih^mtLx. ±iB (ii) (Dm-^\z^n^\i::^h>>^^)i^^w^mmm\^f}^± 

IB (i) ODJ^^tClJti^T. m20%}^±, $f*b<t*3 0%i^±, J;«9$f^b< 

5&^^. mmnj^Aj. wni^/vs mmm/u. ^^3^lt^. 3^m5&^^. mm 
^^Aj. mm^/u. mmm. skmmmuE) o'^m-f^mnu Bmi^<}t±mti^ 

15 CD) y#h-'>XilS5^J?5:^tbTWfflT^So 

A^m(Di^m^m^'r^rcit>(D^±xi&m&f3:mmiihxmmx^^o 
20 ^mt^m. mm^Mf^. mmmmm. mmmmm. mmmmmmm. m 

la3l3&^^. mmt'^hj. mti^hj. mm'^/u. ^^;^l«^> mm^/v. 
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Xt^U-->i^;&i*tbT«, (iii) 2^^BJ®^>Ai7M^iS^-r§tg:^^ 
^•rsMI&S^ilb.:^;©'^^. (iv) ^S^-fb-g-i^cD^^ET. 2^^HJ-effiVie,ti 

10. ±|B^i*tc:*3ViT, (iii) t (iv) O^'&tci^sttS. laiBjt^^^©^^* 

^j^f^> ±IB (iv) <Dm^\z.^n^mB:T%'^m.^. ±m an) <Dm^\^\t 

S^b'&i^tbT. -hIB (iv) ®^'&^c:*3^tS^tfe^^^«^. -tlB (iii) 
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t^^^^]^mt'^m. ^mt^m. mm^mm. mmmmm. mmmmm. 
m-mffi/v. wii^/u. mm,i!)i/v. mmnfi/v. ^^m^/v. mmi)^/u. 



wo 2004/058969 



PCT/JP2003/016417 



39 

^mm^mmmmu i^r^mu ^f^^^i^^j. m^^i^^j. m 
m. ^ u y h8o,Hco-5o 

10 (polyoxyethylene(50mol)adduct of hydrogenated castor oil) 'y''f3,Et.0M 

15 xmu-^ti^o 

20 S—lOOmg, ^(Dm<DM^X\t 10~250mg 0±IBfiito^#^$ nx 

^(oi^o\zvxmibn^mmt.^±x^m^x^^<ox. mx^t. th^fe 
25 mx\t. ^^ot.. =yvv. ^t>-^. -zr^^. ^i/. ^-r. 

hU. -fji. ^>A>i^-;S:^') lc^bTMP6<}fc:*;^JA#^iS5P 

M^b'&tisfetwoi^cos-^*^. -?-©f^ffi» 
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^fe«-eoO:^«:^0. 1~1 0 Omg, 0^\^<^t.mi. 0 — 5 Omg, <kDiif 

*b<«*?n. 0-2 omgK#i"§o $^mnm\zn^T^m^\t. m[:^m 
iz^^t^m^. —B\z'z>^m^t^^^^rc},t^(Dm^mo. oi-somgs 

tt?^h<},^mo. 1~2 Omg5g^, j:D0SL.<ti|«jO. 1~ 1 Omg 

10 mm^-fy^A,mmmzmmz^Ki^^'r^mmu^x^^o mcommo^m-^^. 

:tx:7T5H, ^y^T^yr^)^. -ax^>. ^:=.A7.^>. :fy)\^-^u> 

m) . f^mi^mm m. ^vhu^-t-h. 5-yjv:ta^yi^)i. T-»y- 

15 ;k *;I/^::7— ;k uft> }^^z^y)V^)-j>. %/^^}f.y. xyi/:5'if>, 
tf^;nf-». -ryjPbfv-^. ':fV:^'^-(-^>. ^yn-7-f>'>. y^^j-^ 

z-n^^^^-nrnz-^x^. wmxzn^-x^^^^^^x^. i^^m^^feVixs^bT 
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(i i) wm.hm.w±^zyfmit\^rcif.nm(Dm^i^:^xsmm^^ntc:i^^^ 
fTJ^^^a>o\ m^m^m\z^^i^^^^is,6z.}i-hx^^o z.n^(Dnmz 

m^^^^0^(D^m\^^X^^<. ^Tc. ta^^^a-^OFCab'), . Fab* ^fc 
t^biffl^J-^feffl ViT J; Vi. 

20 :^mm<DiKi^^m^^^:^Bm(D^y/'%^n(D^mm\t. wizm^-^n^^^ 
%(Dx\tf3:<. ^m^m^(D^mm m^\t. ^ync^nm) \znm\^rcmf: 
toMt) b < \tj^^-^M-^w-<Dm^i\:.^mtp.tz.\t.mMm^mz.^ o^m 

25 fk. 2^/ )f^h^)yif^^^n'&yY^-( y'^mfimmzm^^^n^tK mm.. 
^m&(D^x. mm'r?>^y K-r y^m^m\i^^(07i)m\zB^v\^^o 
mm<\g!imt:m\f^^m^mzmi^^^n^^wm\tvx\,t. mx\,t. iscm^mit: 

Ttm. mm. mytmm. ^ytmn. ^y:$^^\^7Lmfsiaf)m^^^ti^o whm^ 
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X\'t. v'T— >m^fim Cy2, Cy3. Cy5, Cy5.5. Cy7 (T-^v'^ AAW^t* 
5 +>--1'X>7.tt^) , >';i':tl/X;?ja>. ^jWr^lx^y-feW y5^:t'>T^- 

s/iS^<fctK2j^!;HiiSic:fflVie»nsjn:#:«. mx^-i. 2;^MiSTfflVie»n§Jn:#: 



wo 2004/058969 PCT/JP2003/016417 

43 

m^^MMi^i (msm) m^m^. mm6 2^mn) . rMethods in 

ENZYMOLOGYj Vol. 70 (Immunochemical Techniques (Part A)). [p|# Vol. 



wo 2004/058969 



44 



PCT/JP2003/016417 



73 (Immunochemical Techniques (Part B))^ Vol. 74 (Immunochemical 

Techniques (Part O), I^S Vol. 84 (Immunochemical Techniques (Part 
D'.Selected Immunoassays)) ^ IrI# Vol. 92 (Immunochemical Techniques (Part 
E:Monoclonal Antibodies and General Immunoassay Methods))^ l^iS Vol. 
5 121(Immunocheraical Techniques (Part r.Hybridoma Technology and 

Monoclonal Antibodies)) (I^Ji. ytl^S.y^^UXn^n)ys.Et:mm^^^ 

^mifi^. mMifihj. mmififv. m^/v. mm^/v. mM-^^/u. ¥ 

^mif)^/u. mmi)^/u. mmfi^/u. mmm. sktmmu^) . m^i^<\tizmti'^ 

■ mm'r^rcib\z^m-r^mi^:fyyA(Dipm:. mmm<D^^m^(D:$imm<D^> 
20 /-^^mo^^m. mmmmmz^\f^:^mm(D^>/'^^m<Dmm(D^mfsia<Dti 

(3) jte^^ffS 

25 \tM.jkmm m^it. ^yh. V>^X, >u. 

^''y. ^-^s -r^> =f->n>i^-is,E) \z^n^^^m<o 
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/W:/U^-fif->'3>^PCR-SSCPfe (Genomics. B5#. 874~879M. 1989^, 
Proceedings of the National Academy of Sciences of the United States of 
5 America, B86#, 2766~2770M, 1989^) J^^id J; 0 ^ifif^ il -hd^T^-S, 

$nfei^'a'^PCR-SSCP?*t;i<fc 0 D N A<D§l|^^S5&^^tH$nfeJ^^«, 

f)^/v. mmi!}^/y. nM^/u. m^/v. mm^/v. ^^:^>t^, mmf)^Aj. ^vtm 
(4) 7>^t>7.^u?f.i7u^^\^^^m'r^mM 

20 m^Lmi)^Aj. ±m^^/v. wj&^A/. M'm^'^^> mMHi^/us wti^A,. m 

m^^/v. i^m^Aj. mm^'^/v. ¥^mt^/u. mmni^/v. mM:f)^/v. mmm. m. 
mmmtsia) o^^m-mmm^ tff^i^<\t±mi)^/u. m'^/v. mf)^/u. mm^^ 

25 3&^T^-§>« 
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\^ry^ ^^fS^i^O^^^^fS:^-^ ^-izm.XVTc^^ "^m^mz^-DX. 

\ih^rc\tm^mm m. ^^yh. ^-^^^^ iiyz^^ ^i^. -r^. 

xf&xm t hxm,mn\zmm^-¥-r^ ^ ii%x^^o 
10 whthJizmm immm) ^ti^. mm. ^t. mmi^n. ti^/um^^m\zn-^ 

15 ViT«. — B(c:':P#^T>5^-fe>X4^Up?^U:t^H&*5lO. l~100mg 
DNA©#ffi^-eo0^31H^M^P^S;itie>®^irffl::rU rfp? H >^D— 

R N A ©—SB U Tj^tf A £ . (Dm.^^(D^m ^1f9Ut^ 

zLtit^x^. ^i^\^\z:^n^j^mmxm\^^^n^^>/'^^ni^rc\t:$immxm 

Jl*lii/{>^^, 0iBfe;j>«/u, MmJ^>«^. ^5K]ii3^>«^, 

piiii&tA,, ^m75>^^, mmm. ssmmmtsia) (o^m-mm^u tff^v<},t:k 
mififyj. 'M'^k,. mti^hj. mmififv'^tc.n.'^mfi^hjiD'^m ' fk^u r^^^i — 
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zimmRNAJit. (^J. Nature, 41 494K. 2001^) fd^PC 

V-^-^^J^^t. ^^CD:*r^ (^. TRENDS in Molecular Medicine, 7#, 221 

M. 2001^) tc2pCT. :^Bm<D^v^^u:t^]^<Dmn^mzmwrvxmm 

10 Jlla©r:amRNA*3^«U3i?if-rA5^_tlB^g&•?&^^J^:UT^ffi•r'5:^ 

(5) ^^^B^^trt^&'^w-r^gm 

|H^i;^>?^. J3lL|!i;^>t^. ^tfih. mm^/v. 'f-'Bti^/v. mmfj^/v. ^-^m. 

<D^m -mmmhi^x^m-r^^tfi^x^^o 

WMiii^Xs ^rc}t.mm:f3:mm<DmMm^miivx. fch*fe«pia»*& 

^^;/h> K71^^. iiyi^. ^df. "O-y. ^y.. i^-Jl/^fe^) tcMbTMP 

nmm. w^^. WL^^yv-vfs.Exz^-ox^^n.w. mx\i. ^\(d 

51^0. 0 1 — 2 Omg/^kg^H^aig^. tif-^V<UO. 1~1 Omg/kg^Jt 
mi@m^ $e,(;iiJf^b<tiO. l-Smg/k g#:a@S^. 1 B 1 - 5 iHlig^^ 
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9f'^v<\mxm^i^xm§^-^n^o 
10 ^ctsi\fmKim<D^^m^^^muxh^^>o 

'mmumi^m^m'r^iii^m^rM^om^^mi^xfsi^yii^h-i^T.mm 

\i7.h>:^^)vmm^mmiiL'X\'§L. m^u\i7. h>ii3(D9mm^^xs 
20 2 7mm(DV-^>mm\z:A^)im^iim'r^mm'f3iaf)m\fion^o 

^> M-m^^/v. mm^Aj. mmf)^Aj. wt^/u. mmi^^/u. ^^*«A/. lim>^>^^, 
25 ¥^i^]ii75^A;> mm^/v. mmm. ikimmfsia) (D^m-mmnu 

7^h'-i^:x,mmmf3iEhvxm^^&n^o 
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wi!}^/v. Bm^^/u. mmif)^/v. mmit^A,. mm^/u.^'B-A^/v. mm 
(7) DNAm^mm 

( 1 ) (D^M^ D N A * «^ (^^MD NA^^-r^^th It?Llb#l, 

15 (3) y^>#l&i5J&t';?.i7X*fe«7!y hTfeSm (2) IBf^^iftt/. 

(4) 2^!iB^(^)^5!5l4DNA*fe{*^©^SDNA«:'^Wb, mSltllCcfeVi 

2^^Bj©^5i5i4DNA*fett^(^^^SDNA^w-rs#t hm%mm (jut, 

AE-5^^Xh^>i*:i5:fJc:J:0S6<J<h-rSDNASrfe^t-SJltJCckoTf^ 
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5 C5 7BL/.6^i^, DBA2^||)^£. 35$|l^tbT. B6C3Fi^^, 
BDFi^M. B6D2Fimj^, BALB/c^^, ICR^^J&i:) ^rz.\t 
^yh mX\it. Wi s tar, SD3^£) fSLaUfm^l'^^ 

10 . :^^m(o^^mBNAtiit. ^\ihm%wjm^:^^mvx^^^:^mmoDN 

:^mm<D^mT>i<iAtvx\t. 7t<D:^mM<DDNA(Dmmmm\izmiSc 
\it. Hi^^crc^cD. M,i^m\z\^. mM<Dma. xm. m<D^m 

^(Dm^u^i!)^^crcDNAf3i^tlm^^^n. ^fe, s#DNAt)^*nso 

15 mmtDNAtVX\t. MSJfe2^^?«<Z)i5'>/1i^MS:^3S$ii'SDNASrlc 

$ i^: -g) D N A:^ e> o 

^.mmm^(D%<Dx$>'Dx^^ifK :^^m(oi:>NA^Mmmm\zm^^i±^\z 

fcDNAnyxh^^ h tvxm^^^(Df)^—mzmmx$>^. m^\t. *^bj 
cDt hDNA$igj^$-&^^'&. :intmmm^m\^^:^mm(DDNA^mt^ 

;iiiiz^^x^mm(DDNA^Mmm'r^DNA$mmmM%^i^m'r^^ii 
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D^-iJ'-. (ii) #anf?L»i^ (tb. -Tp?, ^^n. 

(— ^ICT i e 2 tlB&^n^) , :^hU'^A;^7U':7AT5='y >/> 3 U>^'fb^ 
m (Na, K-ATPase) , :ia.-u:7w' 7^ > hSM. :^^U^:t^^'< 
>1:^^XS1 lA, ^^pya5^^:^-if 15ffiigfe-r>kb';5'-, MHCi^^;^ 
20 imm (H-2L) . H-ras, U=i>. >3 -^Km-fb^^^ 

tf (TPO) > ^y5^HMM:SH^lQ! (EF-la) , iST 

5^D^^d:/U>, Thy-1. ^fegEi^D:/U>, H^nl^gB (VN 
P) . jftLt»T^D-1' |«P3>5j?-:t->h. ^^^U\fy. hD3j^X>C. 
25 S5Q!Ti^^>. yi/:/ox>'Jr:7 7U >A. A*yyU'>>?5:£(D>^n^-37- 

'i)V7.:fu^-^-. hh^y^h*m5iSH^l a (EF-lot) (DZfu^- 
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"^ii. ¥5i^iia«fflia, mm^mmj^mi>NA:^^zs^^<D^m^jj^j^N 

DNA^M^a:bT5l#f ^fc, ^5l5tt©M^DNAli, ± 

mmmmmt^mW}mz^^^xmmvz>^'DNAn>xh9^htvx. m 

20 ^mmmmmm\z:^n^:^^m(D^^^DNA(Dmm^. Mmm%wjm<Dm '' 
wmm,^^TSi^mm(D'r^x\zwu'r^^^izm^-^rL^o DNA^^^of^ 
mmm(Dm^mmz:^\,^x. :^m(D^^mr>NAi!)m^-r^^t\t. i^mm 
'^(D^i^iffi'T^x. ^<Dmmmii^^^zmmis^<o'r^x\z:^^BM(D^^j^DN 
A^^wr^biit^M^'r^o :$imBM(D^^^DN A^^nm^^tc^iomows 

25 m (D'^mt^ (DfgE^mM^ ^ ui^mmcD-r^x tc^^ii (d^^^d n a ^ wr 

ftDNA^^^jcfiij#-rseit<&«i^uT, mDNAumwimiivxm'^<Dm 
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<Di^mmm<Dmwmmz:^\,^x^^m(DS^^mBNAiimm\zw^-r^ zit.\t. 
i^mmm<D^m^'^x^<Dmwmm^j^zmmm(D^x\z:^mM(Dn-^^'DN 
5 A^mmzm-r^^t^M^t^, :$^mm(D^m^DNA^^nm^^f^^(Dm 
<Dmm(o'f'mt^(Dm^mm^^-cmmm<D±x\z:^mm<Di^m^DNA^i^ 
m\zm'r^. 

mxDNA^mmv(k^i^(Dm:&\zm^^'e^^zf-hm^^m,nv. z.<Dm 
momm^^m-r^ zoiiz^O'f^xcD'j^dh^mDNA^j&mnzmT^.k^iz 
10 mmmi^-r^^tifix^^o 

iofix^ D > iH^moiE'^DNAomm^mm^^ ^t\z^K) M^mz 

hi^xmmT^^tib^x^^. m:^\t. ^^m(DiE'^uNAimwim^m\^^x. 

20 ±mf}^/u. Mmi)^/u. mffi/v. iffusA^A., mm^/o. mmti^/u. nti^/u. mm 
3^>t^, )it^7&>'^. mmf)'^/u. mm^Aj. mmm. itum 

mmuE) (D^f-W'f^m^u ts-^v<\t±m7!}^/u. ?LJ&t^. ma^^/v. mmt>^/v 

5i5#D N A ^^miz^mt^ 21 1 ^mmvxmv n a^wk^^ ^ l.t5i^©^ 
'^mmxmRm'^-t^^iifim^^o ^ic>\z. gwt-rs^jfeDNA&BffKB® 

NAn>Xh^^ l-ti. jiS®DNAX^6*)[^^tC<fcoTf^^-r-&c:a:;^>^-e# 
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Mti^±x^(Dfmmm^^m^mm(D±x\z:^mm<Dm'^DNA^mr^ h 

mwmm^^zmmm<D'^x\z:$imm(Dm'^'DNA^m'r^o ^adna^^b 

^:it\zj^v) -r^xo^mmDNA^m-r^^ o \zmmmRt^ ^ tifix^ 

10 :^mm(Dm'^DNA^^'r^^\ihm%W}m\t. :^mm<DiSi^DNA^mm 
m-^'^^nx^ 0 > n^^(oiE'^DNA<omm^m.m'r^ zit\z^^ mi^mz 

mf^tvxmm'r^ziiit^x^^o mxu. :^^m<Dm'^DNAm^mm^m 

^Tc. MA^&tiumm-^m^tvxyi. :^mm(om'^DNAmmmwjmt. 2^ 

^m(D^>/'^^n(Dmm^m^m^mm\z^n^:^mm<Dm'^^>/'^^Miz^ 

^JE'B^ >ni7M(Dmmmm (dominant negativef^ffl) Si^Hjf S^:5=^;i/<h;^ 

i)^/u. rniiimfi^Aj. ^Mf)^/u. w*^^. sfma^/u. mmtj^/vs f^mti^A,. 
mmfifv. "^-B-rnhj. mm^/o. ^^mti^A» mm^^/v. mM:ffi/v. mm 

ifmkizhmm'^mx$>^o 
^Tc. ±m2mm<D:^^m<DDNAmi^wj^(D^<om(Dmm-^m^iivx. 
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(iii) BNA^m-r^mm(omm^w.mmmmm^miz^r)mmv> ^n^^ 
mmi^Xs -mzmmmm^mmii)^&<Dmm<Dmm<Dm^. 

(iv) ±iB (iii) t&momm^m^^^^^tiz^^mmomm^mtb^^'^fsiM 

10 (v) :^mm<Dmm^ >n^n^mmnm:isj:zs^(Dmi^i^mua^^m^^n^o 

is^mpfjBmfsia^^t^. :^mm<D^ >/'^^m\zmm'r^mm(Dmmm^^m^ 
^z.ffytx^. ^fe, ^^BM(Di^>/'^^mizmm'r^mm'ey')V(D^mmz:^ 

15 • mm\zj;:^-;k^mm<Dmn^^zsf^m\znm'r^^ti!Ax^^o 

fs:E(D^y/^^n^mmiz^y). mmi^rcBNAm^m^<D'mm. "tomm 

20 fdJit^n^^z^^'f^^i^^^jvmmmm^m^. -?-ne>©s^^^^§j:^j^^ 

So 

ttM^/;s:5g^^t^. :$:^m<D^>/'^^mzmm'r^mB<Df^mm(Dm%^nu 
i^W}m^^\t:^^m<D^^^DNAmm^^^-^m^^x. ^^bm<d^>/^^ 
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(8) y y^T^hmm 

(3) :^:f^^ z^ymis^-vm^m (1) mmwLommmm. ■ 

(4) #t hmi!j#i*^y!y#«i#iT*^m (1) mmmcDK^mm. 
10 (5) y^;/#i&«^*t-7>:7XT^sm (4) mmmomnmm. 

(7) ^DNA5&ti^#-^-jte^ m. i^mmm^o^-:^^^^}^-^^—^ 

15 . ■ 

(8) #^fc:hPS?L8!i%3{>^y^:/#»l«^T^sm (6) i^lBife^^t 

(9) yymwjm^'^'y7.-r;$>^m (s) ^taico^^thmmti. ^.tr)^' 

(10) ^(7) m^mommz. mmt^m^ist-^v. v^^-^^^-jte^© 

^^^;^fflTsc:a:^«l#m^-r-52^^B>«®DNAtc^t-^:/n^--^--fll14<& 

%'mmib^m'r^:^mm(ODNAizA^mz^m^m^^^t\z^y). dna® 

25 (OTv 2^^§«®>^^:'i^T»;7>DNAi:fa-x-rSil«i:;J>5a5 

S) #t: bi«?LI&'^®E#ifflJ!& (OT. ESaanatiB&IBt-S) <&Vi-5, 

:^mM<DDNA\zx^mz^m^M^^:^^tvx\t. mx\t. mm^f-jcm 
m^mz^rf^BnAmm(D-'^x\t^m(Dwm. -ft&DN A^if A^fe«em 
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^mm:T^f)\ $>^\f^}tJi^v>m<D-(>hu>mi^\zm.m=f'<Dm^^mm-^ ' 
-r^^oizmmi^rcBNAmm^mT^DNAm (ot. ^-yy^^>^^ 

# e>nfc E S aaiSJCOV^T^^W^D N A±fe 5 jft^<DD N Asa^j ^ 

DNA&.^<Di&mmm<DDNAmm^':f'y^'^—hvrcPCRm\z^Y)M^v. 
20 2^^Bj©y T»:7 h E siMii§^3is«J'r§ z.ii\z^y)n^z. t^^-c^s, 

t^TJ*, m^it. mii^<D^3f3imzmiL^nr:L%<D^m^^xhj;:<. mrc<ikm 

Esms^oym-^. m^. —wtmz\,ti 2 9j^<DEsmmf)mm-^nxi^^^ib'i. 

e<j^^/&«§ge>d^:^ESiMjia*i5i#r§?^i*oaw"em«. c 5 7 BL/e-r 

•>X-t'C57BL/'6 (5D^IP|gc®i>)fe$ B A/ 2 t ©^^Ic J; D bfe 
BDF^-^^X (C5 7BL/6tDBA/2 tOFi) ^ffiV5Ti^3iL.:fe*>(0 
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viT#e»n^ESijffljia«^^^5^;u-7'^x*f^aiUfet#. c 5 7 BL/e^ 

tJ^V ^ ^ a XT S d ii-V^om.Bi^'WM^C 5 7 B L/ 6 ^K7X\ZRX 

5 E smm^miLT^m-^. -mziit^mWiS. 5 Bm<Dm^m^mm-t 

10 rcmzhx^^rcn^<mm(Dmn^nfsi^ ^tt^m^^^^o 

Sr^UTWcOlC^bX, iriDZl-igligCDESmiC (^5 0^®) XmtS<D 

^ni. m=i'A±u^->3>iiiyx\t. m^\t. G-;^>y=^>^mz^^m 

25 ^?iJ^^f. STOii^^^flg(7)ck-5J^jtS75::7^-5^-m±TL I F (1-1 

oooou/mi) wtEy\zmwt:^x^m^n (iff*b<tt. 5%^m?!f>?.. 9 
5%^^*;^t*5%^^. 5%mm:ff7.. 9 0%^m.) xm37x:xmm-t?> 

0. 0 0 1~0. 5% hU:/i^>/'0. l~5mM EDTA, B^V<\ttmo. 
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i%huy>'>/imM EDTA) mmizj^r)mmmtv. mrcizmMVfcy 
mmmm.^mm-^^-^mmmm'r^^iiiz^o. mmm. p^mm. 't-mua 

(Dm^(0^'i:f(Dmmz^if^^^^iif)^'oSm'V$>^ cm. J. EvansSt^. H. 
Kaufman, i^^-r^^— (Nature) II292#. 154K. 1981^ ; G. R. Martin Zfu 

10 XX— (Proc. Natl. Acad. Sci. U.S.A.) m78#. '7634M. 1981^ ; T. C. 

Doetschman z^^—^-)]^ - - Jiy-fV^ui^— - T>\i - 3L^:^^U :^ 
>^)\^' ^)Vy^U-J-'^ ^87#. 27H. 1985^] , *^BJ©E SJ^Ba^^^fb 

2|5:|l|B^<^DNA^^^^#bMiia«l#l«. m^Jtt. MJecDck-^tCbTf^ii 

mK\Z^Xi^—^v'T-( >i^^i5'^-©:$:^B^<7)DNA/&«^^ttfb$nfeDN 

*|t±®*^?g<DD N A t Anilt)^*Bl^amAS$i3r§ d 0 , 2^:^19® 
D N A / i7 T '^7 h d 

25 2^!^HJODNA;?>VryiJ7T':7h$nfeilBBaf*> 2^^§^ODN A±*}/bt*^(D 
jfi^®bNAiB^J^yn-:/^L;/5:1^-1f >A-r :/U iS^-^if-'Va >^tfT*fc« 

ffl b:/5:'7':7X *5|5<D:$:^HJ©D N A£J^^©ia^^J^©D N AiS^Jt ^-r 
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. x(Dmmf)^A^mzmm^ix\xrc:$i^m(DDNAm^h-omm-vmj^-^nrcm 
10 n-hti'^-(DmM^\z^Y)mm'r^z.h\z^K)-^iE>n^o ZL 

15 mxDNAmm^mA'r^^t\z^io^-'yy,^^ >^^^^-^m'&n^m\z 

>x>^x--/i7#t: hm^mm\zit^x. m^^mmmMx\z^v^mmo:)D 
NAm\z^iSi<D$>^%(D^m^'r^^t\zj^^'^^H^o 

:i<DJ;^'^\zVX:^mm<DDNAi!ityy^Tph'^tlX\^^^mm^.. ^IBJCd: ' 

^^umiixm^-r^:iii\z^fommmz'^^:ih'fy^x^^o ^^u^^ ^- 



wo 2004/058969 PCT/JP2003/016417 

61 

TisifD^. ^mmt. ip.^m(OT)'i^A^m^±^i^\ihm^Wim\zumt^m 
•■ '&^!K'fb'&'^. m^^mm. mimmm. mmi^mm. mmmm^mm. imu 

> 
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y^>^^. j^m^/v. mmif)^/v. s^mij'^/v. m^/v. mm^/v. ^^nib^/u. mm^ 

wmim<D±.m^mmti)m i o %m.±.. * b < s o %£a±. j: d * . 

=^mi^^^m-t^it^mt.\^xwsi't^z.t.ti^x^^6 
10 Wi7.^')-:::^>if^m^m^^x%^n^i\i^mn.. ±u\^tz.u,mt-^mi)^^ 
munitit^mx^Ki. :i^%m(D^>nii^<D{jm^^^i3iE\z^'DX^\^m 
z:^fi^mm\zn\^xfhm''^mii^^^^'t^<ox. wmm\zi>^t^^±x^ 
m'&.f^=^m'f^mmuE(DmMi^\^xmm-t^^}i-tfix^^o ^^\z. ±m7. 

15 

^7.^ ^)-->^:f5mxn^nt^it-^m\m.^mm,vx\r^x^^<. 
m(Dm}i\^x\-t. ^m^mz^^-^n^m m. mmm. mmmuE) 

■ n5m#in*^*w*bvi, zL(omi3Mt\^x\t. m^u. mx\t. 

25. U\^tc.if^^Mo^yn^n^^^-t^mMt.mmz\^xmm't^::Ltffix^^o 

rz.\mm.Wim mx\t. ^yh> -^^t.. ^-^^^ tiy>?. 

. "O-y. ^7T. ^3. -r^. {c^bX^#t"SJlt*t-c^;g,„ 
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aeOkgtbT) ©?L;^^t^S#^c:feViX^*. -Slc:-:5#^{t'&t»^^0. l~ 
l O Omg> i?*b<«J^l. 0-5 Omg, J;t)$f*b<«^l. 0~20 

. (#S6 0kgtL/T) ®?LJ&^^^s#^c^#-r§J^'&> -Bizp^mt^mt: 

mo. 0 1~3 0mg@^, iff*b<«J^p. l-aOmgM. J:D^ff^b 
<«S^0. 1-1 OmgMSr#llliiaitlc:J:DlS#"rs<D:dWilS'&Tfe§o -ffi 

10 

CDDNA;&tl^#-i§'-jte^^SXi-seitlc:J:t)^«14^b$n, mu^-i$^ 
20 •-jt^^*^2^^|«(3DDNAJc:M-rS^P^-i5'-<^^J^TT^^b'5 

^-ifjte^ (1 acZ) , nI^14T;i/*U7:fX7Ti$'-if]»e^*;fe«;i/ 

2^^BJ©D N A^ l/3i?-i$'-it^^"eeil$nfe2|s:^?«®D N A^^^ik#^ 
t hm»i^T«. k>l?-i$^'-jte^5&^2^^§«©DNAJC^-r§:/D^:-a'— 
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5 U;i/- j3-:^^iJ7 htf^yv-H (X-gal) (D^^fSi0-11^i^ h->^—^ 

v>mmm^m^mm (pbs) -vm^w^. x- g a i ^^tsm^mx\ 

10 1^rc\t 3 7 "C^iaT, *5 3 0 b 1 Nprp1M;ifi:$i±}fem> miil^^ls:^ l mM 

±t^7.i7^j-->'if:^m^m^^xn^n^it'^m^rc\t^<Dmt. ±mvrc 
20 j!ip:^^^^*bv:», cc^^j^^i: bTtt> M^^ts mmwt m^^t. m^its u> 

^iiti)'ix^^<Dx. m^i^. )6«^ (^j. i^mni^/u. fl^J5^«^, t&im 
-^^ti^/u. wti^/u. is^mf)^Aj. m^in^Aj. ^mi)^/u.. wni^/v. mmf)i/u. 
■ ^m^/vs mm^/v. ^v^m^/v> mm7bi/u..mmi)^Aj. mmm. jkmmmfsi 
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±.U7.^ i^'^%^ntz.it^mii^^mm-^n^it^m%nm. 
tz\-m^mm m^.u. ^yyv. -^^t.. ^;i/tyh> t^yv'. :f^. 

hjmm\z:^^^'X\t. — Hico^M^b'&i^^^o. 1 — 1 0 Omg. ^*u<«j^ 

15 1. o~5 omg> J;f9^^f^u<«*^l. 0-2 omgsi^^-rs. #^MP ante 
—B\z-z>'^mi\L^m^mo. o 1-3 omggs. sf*b<«*go. i~ 

20 2 Omgigm^ «fcO0^b<«*?JO. 1~1 OmgaS^^mi^lttCckDS^ 
.25 -::i>i^-r^±'ra26TWffl-rfeO, 2t:^BJ(^DNA^^:^ikiC^H-r^^@ 

s 
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uz^if^Xs m^^r5.ymf3iE^m^x^^t^^^s iupac-iub 

Commission on Biochemical Nomenclature iz^^\»^^$>^\/^t^Wl^m\Z^\i-f 

^mmmn\zm-:s<%(Dx$>ri. ^©^aj^rtHt-^o ^r^ir^^mizmv^^ 
10 m^m^&r)n^m'^\^. mzBM^vm-^n^t'Li^^^-r^o^L'r^o 

DNA 
cDNA 
A 
T 

15 G 
C 
RNA 
mRNA 
dATP . 
20 dTTP 
dGTP 
dCTP 
ATP 
EDTA 
25 SDS 
G 1 y 
A 1 a 
Va 1 
Leu 



'>5^ ^ > = U >m 
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I 1 e 




S e r 




Th r 


: . 


C y s 


: zyX'f-^ > 


Me t 




G 1 u 




Asp 




L y s 


: U>^> 


A r g 


: T)U^-y 


H i s 




P .h e 


: yx.:=.Ji]/T^::^> 


Ty r 


: ^ui^y 


T r p 




f T O 




A s n 




G 1 n 




P G.l u 




Sec 


: "fel/y v'Xt'-I' > (selenocysteine) 



20 ^fc. 2^0Jia»4'Tf^ffl$n^eil«. 'e^liS:feJ:lK|SmS:TIB<0|B#*t?ll 

Me : ;>^5=';P* 

E t : JL^)Vm 

B u : Zf^JV^ 

25 P h : yx.:=.)V& 

TC :^7VVi^>-4 iR) -:^JV'^^1)-^\im 

Tos : p- h;i/x>x;i/:7^-jp 

CHO : 5Jn;1/s;I/ 

B z 1 : ^>i^)l 
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10 



15 



Clg-Bzl 
B om 
Z 

C 1 -z 
B r - Z 
B o c . 
DNP 
T r t 
B um 
. Fmo c 
HOB t 
HOOB t 

HONB 
DCC 



2, 6-i^^au^>zyJ\^ 

N- 9 -:7;i':^i/n;i/p^ hc^^>'i<7;i/3j^-;i/ 
1 - fc H D=^>"^>X b »J TV— ;v 
3. ^*^-3-fcH^^>^-4-:t^y- 
l, 2. 3-^>VbUTe^> 
l-b H 0^'>-5-y }V-^)V^>-2, Z-^JiJ 
N, N* --Jly^U^^-y)Vt})V^-J^^Y 



EZH2® T ^ / mSHa«l Sr^-r. 
20 C@B^J#-^ : 2 ] 

EZH2^n- H'rS^:Sjte^^'^mNA(D:^SBH^JSr^f . 

25 ii»j2-efflv:»&n;/cy^-r-T-.cDiis@gM^^-ro 
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5 C@B^J#^ : 8] 

10 mmm 3 e>n;tn > h u—jv-t u ^ i^o^i^mmn^^-To 

CS2^J#-^ : 1 1 ] 

mmm 5 TfflVi&nfeEZH2<DsiRNAT>5^-fe>xm<^J^S@2^J<£r7^'r . 

HJfi^J 5 TfflVi6n;/hEZH2<DsiRNA-fe>X^®ig^@H^J^^t"o 
15 CSB^J#-^: 13]. 

mmm 5 v> ^ nrcs mk(DmMmm^^-ro 

CiH^J#;^ : 1 4] • 

20 mTJc:feViT, mmmiz^r):^mm^^r}M,i^m\zT^ti^s ::©^B^«cin 

HJfi^aj 1 

25 iE#mi^3^?ij, a;&^^|aii^4^J> i*iEamii^2^j, im/omMzm. ^<Dm2mm 

(DlE'^mMfi^^i^m-^nrcitoUl RNA (^l:feJ;tJ?^2) 
oligonucleotide microarray (Human Genome U95A, U95B, U95C, U95D, U95E; 
Affymetrix^h) ^fflViTit^T^^^^^frofc. 
m^-^f&it. Affymetrix%l:C0lli^¥5l^» (Expression analysis technical 
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manual) ^Z^^-dTz. ^(Digm. ?L/?>^^. »^^^a^TEZH2(D^^/Lii;^>^;^m^ 
CGeneChip^^V7 h»^xT (Af fymetrixgS) TAbsent t*iJ3t$nfe} (DmW. 





BioClinical Partners 


ND 




BioClinical Partners 


ND 


?L]^jE^^a»(^t*:S-^15) BioClinical Partners tt 


0. 176 




BioClinical Partners 


3. 708 

1 




BioClinical Partners ^ 


O. 398 


fL;&<^«a«6(il#»^9) 


BioClinical Partners %t 


7. 72 


?LJb<^sma(ilW^1 1) 


BioClinical Partners %t 


1. 403 




BioClinical Partners ^ 


ND 




BioClinical Partners ft 


ND 


j|^li;!)^^j^a^(il#fl•^1 6) 


BioClinical Partners 


0. 406 


IIiii;b<^l!iifil(M##^20) 


BioClinical Partners 


O. 445 



20 MB=f-mmMlts oligonucleotide microarray 7?fgi^;!)^^ai$;Kfc^it£^(D 

ND; not detected 
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RNA $^4AitiLf-MI 










BioChain InstiitLilie •M* 


ND 






Vi/IVilLCCil >UL 


ND 






Olnnf Ar^K i'f' 


ND 






r^lnnt^rh i"!* 


ND 






• wiOllLBCn TJL 


ND 








ND 


10 






• ND 




irr Jjw* 




ND 






Olfintech 4^*1' 


ND 








ND 






Olnntcanh j^'t' 

\,/IWllkt9l./l i TJb 


ND 








O 76 






Olori'l'ikr^lii 3»h 


ND 








ND 








ND 






BtoChain Institute 


O. 745 


20 




BioChain Institute ^ 


ND 




/Ml 


BioChain Institute ^ 


ND 






Clontech 


ND 






BioChain Institute ^ 


ND 




mm 


Clontech t± 


12. 85 


25 




Clontech 


ND 



T&B^MMRlt. oligonucleotide microarray t:n^il'^^tiitsHtc±^B=f-iD 
ND; not detected 



30 mmm2 
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(1) EZH2^fiJtfe^(D>7P-->i/^ffofco 

25g0y^-rT- immmn I 4^J:Xmm^^ : S) ^mmV. Marathon 
ready cDNA^<:/^U— (Clontech^h^) ^mmizl^Xs Pfu#U>^^— if 
(StrarageneiS) ^fflViXPCR^ff ofe. PCR«> 2xGC buffer I (TakaraM) 10 
5 2. 5mM each dNTP mixture 1..6mK 20A4Mlc:s^^bfe±f22a(Dy^-r^ 

— =&0.4/xK I^McDNA^^K O.Sjttl. PfuJj^U if^0.4M l^-^mo^ 1® 

xy;!/^^^*!!?^^!^, S6<J(D;t>H^^OmbT.GelExtraction kit . 
10 (QiageiiiSD^fflViTS^&^fiK%<£^Sab}/b, JIO^. ^^gC^^^KDM^lC. 

PCDNA3. 1A5 His TA Expression vector (Invitrogenlfc^) hn— 

1) ^mco 

15 ( 2 ) Jt«6<JPCR^?£ffl ViTS'Jr (D^t^aT<DBZH2^S5t3i^^i36^^e)§ CI i: b 
fc. 

2ffl©y^-rv— (i3^J#-^: 6^^zmn^^ : 7) *3j;m'aqMan:/.D— 
(@a^J#-^; 8) ^^mV. Matched cDNA Pairs (ClontechM) (^3) 
tbTJtftWPCR^ffofeo TaqMan Universal PGR Master Mix (Applied 
20 Biosystems^)^fflVi. -f^^-^—mmm^ nM, ^ifxi—zfmmmm nM. 
cDNA lultfSi^J^'DiZlB p,\(DK^^m^m&iV. ABI PRISM™ 7900HT 
Sequence Detector (Applied Biosystems^IiiS) \Zi&^y^y :tJVhRl^^WiZ^ 

■ofc, mtc. ±13 (1) -cn^nrc^i^^-i^—m:=i\^-mmzmv. 

Matched cDNA pair 1 itt I^/5:?)<0EZH2On tf— ic^&^fefeo *t^mMfi5^ecDNA 
25 lMl^:^0(DEZH2(D^m«(i:. ^T^T^-T^SIESmi^S^cDNA I.m l^fe 0 

iESmiil<k 0 'bEZH20^31:f&t/LjibTVi'5 iilfi^fi^-D Tco 
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5 



10 



15 



. 




Ml imflkn ni^Afiiet 1 
riMlilall Dioaok 1 


1. 


02 


Ml imon RvAflid* 9 
nuniGiii Drtsciob & 


4. 


19 


Ml inn An ni*AAe^ ^ 


2. 


35 


Mlimon RvAae^ A 


7. 


65 


Ml iman rtrt r im 1 


9. 


92 




0. 


49 


Human Rectum 3 


5. 


47 


Human Ovary 1 


33. 2 ; 


Humah Ovary 3 


4. 


59 


Human Ovary 4 


7. 


30 


Human Ovary 5 


12. 8 


Human Prostate 1 


.13. 7 


Human Prostate 3 


0. 


76 



20 

25 9) ^WlW^. phosphorothioate'fb:tUzfp?i^l/::r^H&'&^b, HPLC^^b 
TSAIIi^tCfflVife (Amersham Pharmacia Biotech) {^T. T>5^-fe>X:^ 

^: 9T^$n^J^SiB^J<DU/t-XS2^J (@B^J#-^ : 1 0) 
phosphorothioate'ft;b» HPLCiltMbTfflVife (Amersham Pharmacia Biotech) o 
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M^0Ba^:bT?L7&^^m^^^A-MB-231 (In Vitro, 14(11)#, 911-915H, 
1978^. ATCC<k«3mA) ^^Vi. zl^^ \^mxmBiZ\XlQ^m<Dm 
]lg&24^7x;i/:/l/-h (Faiconaia) tcMbfeo dtyi^ u^t'^y^MX^z 
«Lipo feet ami ne2000 (Invitrogenth®}) ^^mv. -^cd.z/d bn— ;Vlc^ofeo 
5 SA^lSBtre^TRNeasy mini kit (Qiagen%fc^) (D>^D h3l-;Kc:tJ^oTRNA<^ 
lAtilL'^ TaqMan Reverse Transcription Reagents (Applied Biosystems^^) 

tK@H2?lJ#^: 7) :feJ:t;C:/D-:/ (iB5»J#^ : 8) ABI PRISM™ 

7900HT Sequence Detector (Applied BiosystemsltiJI) iZ^-oXMMM2hm^ 
10 tcL/Tfrofe, 

M®i^fla^96^x;i/:/l/-h (Falconttm) JdfiiabTfflVi, _h|Ba:l^#, 
Lipofectamine2000 (InvitrogenS:^) S^fflb. T>5^-fe>X:t U :f:5? ^7 W 
:t5^HSA^3BatC, Cell death detection ELISA (Roche^hM) ^m^^Xn 
15 >hD'-;i>:tU::f5?^l^:r^FSA-y->:/;i/tJt$!^b;/bo 

^<^l^m, T>^'fe>;^:rU Zf^^ HSA^7l^rBlTEZH2(D^^ 
(RNA) }l3>ha«-;U:^-U::f^^^l/:t5^HSA^ (100%) \Zit^6Z%\zm{}> 
bXifeO, #A^30@TT3}?h-'>X»n>hn-;p (ioo%) \zit^ 
174%tCiiiilLTVife- 

20 ::hj;t9, ezh2«, ±mi)'^fv. mjfih. mii'^h. mmffifv. wm'^hjUEx 
=y7.\zm^\^x\t>'^z.t.i)m^ii^t.is.'Dr:io 

25 (Difi/vm^mz^vy^mm^'mM^\tm\^tio Jiifiat*«^4tc^ufct) 

©SfflVi. 37'CT^^^, RNeasy mini kit (QiagenlfcM) <D':fuhn—MZ^ 
oTRNA^JSttlU, TaqMan Reverse Transcription Reagents (Applied 
Biosystems^h^) ^ffiViTcDNA^&HiaUfe, ^46?JPCR«. 2ieo:/^-rv— 
. (i5^J#-^: Q^^xmnm^: 7) ;fe<fct;f:/D-y (@B2?iJ#-^ : 8) ^fflV^, 
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ABI PRISM™ 7900HT Sequence Detector (Applied Biosystems1±^) \Z^D. 
• Human ACTB TaqMan m^Zfu—z/ (Applied BiosystemsaiS) ^m^^T^Ml^tco 

m. Nci-Hi299;^^) \ ±mti^/u m. rkoj^^*) xmmm'v$>^^t7i)%iDf)^ 

mmm^<Dm^^'^t>'^^h. ezh2«> ^}v^>^^^^<offihj\ziK<^'m. 
bT*5D. ^(Dmt^^nmt^z.ii\z^riT-^\^--i^7.^^z.'rti^hjmu^0r 

10 m^^-r^^^m^ntco 



mm. itfe^^i^git ( xiQ-^ ) 



HMEC 


9.1 


MCF10A 


3.3 


MDA-MB-435S 


29.3 


MDA-MB-231 


66.3 


SKBR3 


34.8 


HCC1937 


25.5 


LS180 


56.4 


HCT116 


130.1 


HCT-15 


198.1 


.RKO 


114.7 . 


HI 299 


111.5 


A549 


28.3 


PANC1 


25.8 


THP-1 


25.2 


U937 


28.0 


HL-60 


72.9 


Jarkat 


86.4 
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1 D © iS Ac t inn t!-^) 

5. ^»J5 

10 ^) ^^th (@H^J#^ : 1 l^^ZSmmmn : l 2) (Qiagentt) 
^m^f^xmxmmzmvrco n > h □-;i/siRNAt LxT^rUIKOOControl (non- 
si lencing) siRNA (@Ha?>J#^ : 1 3:fe<kDt@B^J#^ : 1 4) (QIAGEN%l:M) ^ 

15 X^mi)^/ummmCl-m29B (ATCCJ;D^A) ^fflV^J^o siRNA^A48Nf^Htflc:5X 

io^m<Dmm,^2A^3L)vzfu—h (Faicon&m) \zmmvrco zin^<Dsmkm 

A{;:^bT«. Lipofectamine2000 (InvitrogenaM) Sr^fflL, -e(D:/p hn 

-Mz^-^r^o Mmsmkmm.m^mxn'orco rnxmrnrnxmeasy mini 

kit (Qiagen^fc^) <0:/D hzi-;Ulctt!oTRNA<£J*fflL. TaqMan Reverse 
20 Transcription Reagents (Applied Biosystems^f:^) ^M^^XcdM^mMVfco 
l^mmcm. 2®(Z)y^-r-7- (|5^J#^: 6*3j;tXia^i#-^ : 7) 43<J;tKy 
o— :^ (ia^J#-^: 8) ^m^\ ABI PRISM™ 7900HT Sequence Detector 
(Applied Biosystems^iiiSD IIJIM4 tj^^^iCfTo;^. 

25 U—h (FalconttM) izmUh. ASmmmz±m^mm. Lipofectamine2000 
(Invitrogen^t^) ^mmV. EZH2lcM-r5siRNAkfe«n> ha— ;UsiRNA^ 
mXVfto siRNA#A^3BStC> Caspase Glo-3/7 Assay (PromegaaSi) Srffl 

^<Dm3^. EimizM-r^smkmx^zmmxEm2(Dmm, (rna) n>h 
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;|/siRNA^AB# (100%) (Cit^, NCI-H1299T«13%. HCT116-e«50%tc:M 
{P^VTco EZH2fC^'r^siRNA^Al^3BaT, Tj}^ h— >^AtA3 > h n— 

JV (100%) \Zit^. NCI-H1299T?«143%> HCT116Tttl85%iC*i3)nbTV^;^o 

(1) m^i^^Ezm^y/^^^mo^mm 

15 PFLAGCMV4 (SIGMAlt) ^^fflV^^, ^^t*Fugene6 (Rochet) ^^fflViTCOST 

PER^^/ h (Pierced) ^^fflViT^®:^)'^^, M2-Agarose*3^mfLAG peptide 

(vi-rn%>siGMAifc) ^m\f^xmmv. ¥iAGm^EZE2^>/^^mt:m^o 

(2) ^msiis 

20 ±13 (1) xm^n^m.^m^Ezm^ yz-^^n^^ts^Q p,\<D^}^mmmm 

mm hVTs-mM (pH8.5), 20m m<\:,:^U^A. lom mt-^^^^z^^A. 
250111M •9--/;*fD— xcfej:moiiiM 2->;i/;^jy hx^/-;up *5d;Wil'ft:'&#i$ 
'^tfDMF^M2jtil^. :^h^yhTlfi^'>n->96»:7x;wy^-h (Perkin- 
ElmerM) ±Tilfnb, ST'CTlO^^iJcg'T^, ^iJvtC, lngCDtf:^5">i^atX h 
25 >H3^y5"H (UpstateM) ^J^tXras-Tr^' ">>'^^^^;^> (Amersham^) 

^ (0.5m CI) <&/^iip. j!gfo-r§;iiJc<kosis^PBi&'r§, stict^kjsssnff^ 

ife#fflM«f?g (0.05% Tveen-zQ^^tsv ywimmm} X 

^U'—>3>:fyryy^- (waiiacil) iz^-DXiSLum^m^T^. umt^w 
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^^Bmo^^y/^^^mu. -mAjo^^m-^-fj-T:^^. m^>/-^^n<Dm^^ 
mm m^vK^tmrn) -r^it^m^tM^om. Wi^>n^m.o>m.B,^<D^ 

10 ^, mifihj. m-smffi/v. ^mti^hj. WJ&«^, ummh^. mm.ifihj. m-m^fify^^ 
m^/o. mm^/u. ^^-^fi^/u. mmi^^/u. ^vtmin^/u. mmf>^/u. mm^/u. 

15 



I 
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W ^ © iS H 



1. @B^j#^: i'vm:'^n^7^ymmm^m-hi^<\tmnm\zn~<oT 

15 5. Sam^: lT^$nST^ymBB^Ji:l^-'bb<«^MWJcI^-®y 

^ymmm^^m-r^^>/'^^n^rc\t^(Dm^^':f^\^^rMt(DmzM'r 

25 V':^^\^^^mhXi3.^tl^/v(DmmMo 

10. h>H3(D9#g:feJ;tJJ (^^^^) 2 7#aoU >^>^^t'P^^ 

)]^^^m^-t^mmmm^m'^m^^r^\\i^mt^fz.\i^(D^^^m\^xis,^ 
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5 12. h>H3(D9#B43j;r/ 2 7#a(DU>'>^Si'^^ 

16. @H^j#^: i-cm^n^T5.ymMmtm-'%h<\tmmm\zm—(D 

20 ^» 

1 7. mmmn : l-r^^n^T^ymS2^J^:|W|— t>t'<«^M6<JtC[Rl— O 
25 18. @H^J#^ : 1 T.^$n«5T5 y^E^Jihl^-fe b < (D 

7 ^ ymmm^^mir^^ >/^i7n%i^<\t'^(DU^^zf^}^^rM^(Dm<D 
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Mo 

2 2. m^wimizMi^T. (i) @a^j#^: i-r^m-^n^r^/mmmtm-' . 

t>b<«^©j^, (iii) m.^>nif%^\^<n.^(D%^^^^Y-^fz.\^'t(om. 
xzn-t^m?-. ^ft\t (iv) m^>/'^^m^rcu^<DU^^^^\^^n-\^'r 

2 3. psa»i%icMbT. (i) gH^j#^: i-v^-^ti^r s. jwtmmtm— 
20 :^^H*:fett'?-o:^(o^tt^ia#-r^^t;'&%feb<«^©ii, (ii) m^y/"^ 

t>b<f«©:^, (iii) M^>/^i7®'bb<«-e®gP^^:/5^H^>t«-€-©^ 
td^-rstfcft:. (iv) ^i5'>A^MS:fe:«^®S55i"'^y^H^n— 

2 4. gH^J#^: IT^^n^T^ymiB^Jil^— 'feb<«^M6<j{::(^-'(D 
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82 

':f^\^^ft\t^(DmzM^^^i^> ^-^^t (iv) mt$^>/^i7m^t:\t^(D^^ 
mm. 

15 2 7.' T^^h-v'X^S^J&MigTS^'^cfecZ), (i) @B^J#^ : IT^^ns 

(ii) ^i$'>A'^Mfeb<«^©gP^^y5^H^fett-e<^itOjt^-7^®!% 
3^^Ra#f ^'fk-&i^$>b<ti^©^. (iii) Wi^>n^%^\^<\t^(Dm^^^ 

20 y5"H^;^«^©:^icM-r sfc« (iv) md^>n^m^rM^(DW>^ 



wo 2004/058969 PCT/JP2003/016417 

1/11 

SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Preventing and treating agent for cancer 
<130> 3130W00P 

<150> JP2002-373144 
<151> 2002-12-24 

<160> 14 

<210> 1 
<211> 751 
<212> PRT 
<213> Human 
<400> 1 . 

Met Gly Gin Thr Gly Lys Lys Ser Glu Lys Gly Pro Val Cys Trp Arg 

5 10 15 

Lys Arg Val Lys Ser Glu Tyr Met Arg Leu Arg Gin Leu Lys Arg Phe 

20 25 30 

Arg Arg Ala Asp Glu Val Lys Ser Met Phe Ser Ser Asn Arg Gin Lys 

35 40 45 

He Leu Glu Arg Thr Glu lie Leu Asn Gin Glu Trp Lys Gin Arg Arg 

50 55 60 

He Gin Pro Val His He Leu Thr Ser Val Ser Ser Leu Arg Gly Thr . 
65 70 75 80 

Arg Glu Cys Ser Val Thr Set Asp Leu Asp Phe Pro Thr Gin Val He 

85 90 95 

Pro Leu Lys Thr Leu Asn Ala Val Ala Ser Val Pro He Met Tyr Ser . 
100 105 110 
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Trp Ser Pro Leu Gin Gin Asn Phe Met Vai Glu Asp Glu Thr Val Leu 

115 120 125 

His Asn He Pro Tyr Met Gly Asp Glu Val Leu Asp Gin Asp Gly Thr 

130 : 135 140 

Phe He Glu Glu Leu He Lys Asn Tyr Asp Gly Lys Val His Gly Asp . 
145 150 155 160 

Arg Glu Cys Gly Phe He Asn Asp Glu He Phe Val Glu Leu Val Asn 

165 170 175 

Ala Leu Gly Gin Tyr Asn Asp Asp Asp Asp Asp Asp Asp Gly Asp Asp' 

180 185 190 

Pro Glu Glu Arg Glu Glu Lys Gin Lys Asp Leu Glu Asp His Arg Asp 

195 200 205 

Asp Lys Glu Ser Arg Pro Pro Arg Lys Phe Pro Ser Asp Lys He Phe 

210 215 220 

Glu Ala He Ser Ser Met Phe Pro Asp Lys Gly Thr Ala Glu Glu Leu 
225 230 235 240 

Lys Glu Lys Tyr Lys Glu Leu Thr Glu Gin Gin Leu Pro Gly Ala Leu 

245 250 255 

Pro Pro Glu Cys Thr Pro Asn He Asp Gly Pro Asn Ala Lys Ser Val 
260 265 270 

. Gin Arg Glu Gin Ser Leu His Ser Phe His Thr Leu Phe Cys Arg Arg 
275 280 285 

Cys Phe Lys Tyr Asp Cys Phe Leu His Arg Lys Cys Asn Tyr Ser Phe 

290 295 300 

His Ala Thr Pro Asn Thr Tyr Lys Arg Lys Asn Thr Glu Thr Ala Leu 
305 -310 315 320 

Asp Asn Lys Pro Cys Gly Pro Gin Cys Tyr Gin His Leu Glu Gly Ala 

325 330 335 

Lys Glu Phe Ala Ala Ala Leu Thr Ala Glu Arg He Lys Thr Pro Pro 
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340 345 350 

Lys Arg Pro Gly Gly Arg Arg Arg Gly Arg Leu Pro Asn Asn Ser Ser 

355 360 365 

Arg Pro Ser Thr Pro Thr He Asn Val Leu Glu Ser Lys Asp Thr Asp 

370 375 380 

Ser Asp Arg Glu Ala Gly Thr Glu Thr Gly Gly Glu Asn Asn Asp Lys 
385 390 395. 400 

Glu Glu Glu Glu Lys Lys Asp Glu Thr Ser Ser Ser Ser Glu Ala Asn 

405 410 415 

Ser Arg Cys Gin Thr Pro He Lys Met Lys Pro Asn He Glu Pro Pro 

•420 , 425 430 

Glu Asn Val Glu Trp Ser Gly Ala Glu Ala Ser Met Phe Arg Val Leu 

435 440 445 

He Gly Thr Tyr Tyr Asp Asn Phe Cys Ala He Ala Arg Leu He Gly 

450 455 460 

Thr Lys Thr Cys Arg Gin' Val Tyr Glu Phe Arg Val Lys Glu Ser Ser 
465 470 475 . 480 

He He Ala Pro" Ala Pro Ala Glu Asp Val Asp Thr Pro Pro Arg Lys 

485 490 495 

Lys Lys Arg Lys His Arg Leu Trp Ala Ala His Cys Arg Lys He Gin 

500 505 510 

Leu Lys Lys Asp Gly Ser Ser Asn His Val Tyr Asn Tyr Gin Pro Cys 

515 520 525 

Asp His Pro Arg Gin Pro Cys Asp Ser Ser Cys Pro Cys Val He Ala 

530 535 540 

Gin Asn Phe Cys Glu Lys Phe Cys Gin Cys Ser Ser Glu Cys Gin Asn 
545 550 555 560 

Arg Phe Pro Gly Cys Arg Cys Lys Ala Gin Cys Asn Thr Lys Gin Cys 
565 57.0 575 
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Pro Cys Tyr Leu Ala Val Arg Glu Cys Asp Pro Asp Leu Cys Leu Thr 

580 585 590 

Cys Gly Ala Ala Asp His Trp Asp Ser Lys Asn Val Ser Cys Lys Asn 

595 600 605 

Cys Ser He Gin Arg Gly Ser Lys Lys His Leu Leu Leu Ala Pro Ser 

610 615 620. 

Asp Val Ala Gly Trp Gly He Phe lie Lys Asp Pro Val Gin Lys Asn 
625 630 635 640 

Glu Phe He Ser Glu Tyr Cys Gly Glu He He Ser Gin Asp Glu Ala 

645 650 655 

Asp Arg Arg Gly Lys Val Tyr Asp Lys Tyr Met Cys Ser Phe Leu Phe 

660 665 670 

Asn Leu Asn Asn Asp Phe Val Val Asp Ala Thr Arg Lys Gly Asn Lys 

675 680 685 

He Arg Phe Ala Asn His Ser Val Asn Pro Asn Cys Tyr Ala Lys Val 

690 695 700 

Met Met Val Asn Gly Asp His Arg He Gly He Phe Ala Lys Arg Ala 
705 710 715 720 

,He Gin Thr Gly Glu Glu Leu Phe Phe Asp Tyr Arg Tyr Ser Gin Ala 

7.25 730 . 735 

Asp Ala Leu Lys Tyr Val Gly He Glu Arg Glu Met Glu He Pro 
740 745 750 

<210> 2 
<211> 2253 
<212> DNA 
<213> Human 
<400> 2 

atgggccaga ctgggaagaa atctgagaag ggaccagttt gttggcggaa gcgtgtaaaa 60 
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tcagagtaca tgcgactgag acagctcaag 
atgtttagtt ccaatcgtca gaaaattttg 
aaacagcgaa ggatacagcc tgtgcacatc 
agggagtgtt cggtgaccag tgacttggat 
c'tgaatgcag ttgcttcagt acccataatg 
atggtggaag atgaaactgt tttacataac 
caggatggta ctttcattga agaactaata 
agagaatgtg ggt t tataaa tgatgaaat t 
tataatgatg atgacgatga tgatgatgga 
aaagatctgg aggatcaccg agatgataaa 
gataaaattt ttgaagccat ttcctcaatg 
aaggaaaaat ataaagaact caccgaacag 
acccccaaca tagatggacc aaatgctaaa 
tttcatacgc ttttctgtag gcgatgtttt 
aattattctt ttcatgcaac acccaacact 
gacaacaaac cttgtggacc- acagtgttac 
gctgctctca ccgctgagcg gataaagacc 
ggacggcttc ccaataacag tagcaggccc 
aaggatacag acagtgatag ggaagcaggg 
gaagaagaag agaagaaaga tgaaacttcg 
acaccaataa agatgaagcc aaatattgaa 
gaagcctcaa tgtttagagt cctcattggc 
aggttaattg ggaccaaaac atgtagacag 
atcatagctc cagctcccgc tgaggatgtg 
caccggttgt gggctgcaca ctgcagaaag 
catgtttaca actatcaacc ctgtgatcat 
tgtgtgatag cacaaaattt ttgtgaaaag 
cgctttccgg gatgccgctg caaagcacag 
gctgtccgag agtgtgaccc tgacctctgt 
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aggttcagac gagctgatga agtaaagagt 120 

gaaagaacgg aaatcttaaa ccaagaatgg 180 

ctgacttctg tgagctcatt gcgcgggact 240 

tttccaacac aagtcatccc attaaagact 300 

tattcttggt ctcccctaca gcagaatttt 360 

attccttata tgggagatga agttttagat 420 

aaaaattatg atgggaaagt acacggggat 480 

tttgtggagt tggtgaatgc ccttggtcaa 540 

gacgatcctg aagaaagaga agaaaagcag 600 

gaaagccgcc cacctcggaa atttccttct 660 

tttccagata agggcacagc agaagaacta 720 

cagctcccag gcgcacttcc tcctgaatgt 780 

tctgttcaga gagagcaaag cttacactcc 840 

aaatatgact gcttcctaca tcgtaagtgc 900 

tataagcgga agaacacaga aacagctcta 960 

cagcatttgg agggagcaaa ggagtttgct 1020 

ccaccaaaac gtccaggagg ccgcagaaga 1080 

agcaccccca ccattaatgt gctggaatca 1140 

actgaaacgg ggggagagaa caatgataaa 1200 

agctcctctg aagcaaattc tcggtgtcaa 1260 

cctcctgaga atgtggagtg gagtggtgct 1320 

acttactatg acaatttctg tgccattgct 1380 

gtgtatgagt ttagagtcaa agaatctagc 1440 

gatactcctc caaggaaaaa gaagaggaaa 1500 

atacagctga aaaaggacgg ctcctctaJic 1560 

ccacggcagc cttgtgacag ttcgtgccct 1620 

ttttgtcaat gtagttcaga gtgtcaaaac 1680 

tgcaacacca agcagtgccc gtgctacctg 1740 

cttacttgtg gagccgctga ccattgggac 1800 
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agtaaaaatg tgtcctgcaa gaactgcagt attcagcggg gctccaaaaa gcatctattg 1860 

c.tggcaccat ctgacgtggc aggctggggg atttttatca aagatcctgt gcagaaaaat 1920' 

gaattcatct cagaatactg tggagagatt atttctcaag atgaagctga cagaagaggg 1980 

aaagtgtatg ataaatacat gtgcagcttt ctgttcaact tgaacaatga ttttgtggtg 2040 

gatgcaaccc gcaagggtaa caaaattcgt tttgcaaatc attcggtaaa tccaaactgc 2100 

tatgcaaaag ttatgatggt taacggtgat cacaggatag gtatttttgc caagagagcc 2160 

atccagactg gcgaagagct gttttUgat tacagataca gccaggctga tgccctgaag 2220 

tatgtcggca tcgaaagaga aatggaaatc cct 2253 

<210> 3 
<211> 2695 
<212> DNA 
<213> Human 
<400> 3 

caaataaaag cgatggcgat tgggctgccg cgtttggcgc tcggtccggt cgcgtccgac 60 

acGCggtggg actcagaagg cagtggagcc ccggcggcgg cggcggcggc gcgcgggggc 120 

gacgcgcggg aacaacgcga gtcggcgcgc gggacgaaga ataatcatgg gccagactgg 180 

gaagaaatct gagaagggac cagtttgttg gcggaagcgt gtaaaatcag agtacatgcg 240 

actgagacag ctcaagaggt tcagacgagc tgatgaagta aagaglatgt ttagttccaa 300 

tcgtcagaaa attttggaaa gaacggaaat cttaaaccaa gaatggaaac agcgaaggat 360 

acagcctgtg cacatcctga cttctgtgag ctcattgcgc gggactaggg agtgttcggt 420 

gaccagtgac ttggattttc caacacaagt catcccatta aagactctga atgcagttgc 480 

ttcagtaccc ataatgtatt cttggtctcc cctacagcag aattttatgg tggaagatga 540 

aactgtttta cataacattc cttatatggg agatgaagtt ttagatcagg atggtacttt 600 

cattgaagaa ctaataaaaa attatgatgg gaaagtacac ggggatagag aatgtgggtt 660 

tataaatgat gaaatttttg tggagttggt gaatgccctt ggtcaatata atgatgatga 720 

cgatgatgat gatggagacg atcctgaaga aagagaagaa aagcagaaag atctggagga 780 

tcaccgagat gataaagaaa gccgcccacc tcggaaattt ccttctgata aaatttttga 840 

agccatttcc tcaatgtttc cagataaggg cacagcagaa gaactaaagg aaaaatataa 900 
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agaactcacc gaacagcagc tcccaggcgc 
tggaccaa.at gctaaatctg ttcagagaga 
ctgtaggcga tgttttaaat atgactgctt 
tgcaacaccc aacacttata agcggaagaa 
tggaccacag tgttaccagc atttggaggg 
tgagcggata aagaccccac caaaacgtcc 
taacagtagc aggcccagca cccccaccat 
tgatagggaa gcagggactg aaacgggggg 
gaaagatgaa acttcgagct cctctgaagc 
gaagccaaat attgaacctc ctgagaatgt 
tagagtcctc attggcactt actatgacaa 
caaaacatgt agacaggtgt atgagtttag 
tcccgctgag gatgtggata ctcctccaag 
tgcacactgc agaaagatac agctgaaaaa 
tcaaccctgt gatcatccac ggcagccttg 
aaatttttgt gaaaagtttt gtcaatgtag 
ccgctgcaaa gcacagtgca acaccaagca 
tgaccc tgac . c t c tgt c 1 1 a ct tgtggagc 
ctgcaagaac tgcagtattc agcggggctc 
cgtggcaggc tgggggattt ttatcaaaga 
atactgtgga gagattattt ctcaagatga 
atacatgtgc agctttctgt tcaacttgaa 
gggtaacaaa attcgttttg caaatcattc 
gatggttaac ggtgatcaca ggataggtat 
agagctgttt tttgattaca gatacagcca 
aagagaaatg gaaatccctt gacatctgct 
cttagcttca ggaacctcga gtactgtggg 
ttctgaattt gcaaagtact gtaagaataa 
ttattgcctt ctcaccagct gcaaagtgtt 
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acttcctcct gaatgtaccc ccaacataga 960 

gcaaagctta cactcctttc atacgctttt 1020 

cctacatcgt aagtgcaatt attcttttca 1080 

cacagaaaca gctctagaca acaaaccttg 1140 

agcaaaggag tttgctgctg ctctcaccgc 1200 

aggaggccgc agaagaggac ggcttcccaa 1260 

taatgtgctg gaatcaaagg atacagacag 1320 

agagaacaat gataaagaag aagaagagaa 1380 

aaattctcgg tgtcaaacac caataaagat 1440 

ggagtggagt ggtgctgaag cctcaatgtt 1500 

tttctgtgcc attgctaggt taattgggac 1560 

agtcaaagaa tctagcatca tagctccagc 1620 

gaaaaagaag aggaaacacc ggttgtgggc 1680 

ggacggctcc tctaaccatg tttacaacta 1740 

tgacagttcg tgcccttgtg tgatagcaca 1800 

ttcagagtgt caaaaccgct ttccgggatg 1860 

gtgcccgtgc tacctggctg tccgagagtg 1920 

cgctgaccat tgggacagta aaaatgtgtc 1980 

caaaaagcat ctattgctgg caccatctga 2040 

tcctgtgcag aaaaatgaat tcatctcaga 2100 

agctgacaga agagggaaag tgtatgataa 2160 

caatgatttt gtggtggatg caacccgcaa 2220 

ggtaaatcca aactgctatg caaaagttat 2280 

ttttgccaag agagccatcc agactggcga 2340 

ggctgatgcc ctgaagtatg tcggcatcga 2400 

acctcctccc ccctcctctg aaacagctgc 2460 

caatttagaa aaagaacatg cagtttgaaa 2520 

tttatagtaa tgagtttaaa aatcaacttt 2580 

ttgtaccagt gaatttttgc aataatgcag 2640 



wo 2004/0S8969 PCT/JP2003/016417 

8/11 

tatggtacat ttttcaactt tgaataaaga atacttgaac ttgtcaaaaa aaaaa 2695 

<210> 4 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 4 

. gcgcgggacg aagaataat 19 

<210> 5 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 5 

ggggaggagg tagcagatgt c 21 

<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Primer 
<400> 6 

caagpagtgc ccgtgcta 18 
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<210> 7 

<211> 21 
<212> DNA 

<213> Artificial Sequence - 
<220> 

<223> Primer 
<400> 7 

agcggctcca caagtaagac a 

<210> .8 
<211> 25 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Probe 
<400> 8 

tggctgtccg agagtgtgac cctga 

<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> oligonucleotide 
. <400> 9 
aaacccacat tctctatccc 
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25 



<210> 10 
<211> 20 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> oligOQUcleotide 
<400> 10 

ccctatctct tacacccaaa 

<210> 11 
<211> 21 
<212> DNA 
<213> Artificial 
<220> 

<223> DNA/RNA molecule used as a siRNA 
<400> 11 

aaguugaaca gaaagcugct t 

<210> 12 
<211> 21 
<212> DNA 
<213> -Artificial 
<220> 

'<223> DNA/RNA molecule used as a siRNA 
<400> 12 

gcagcuuucu guucaacuut t 

<210> 13 
<211> 21 
<212> DNA 
<213> Artificial 
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21 
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<220> 

<223> DNA/RNA molecule used as a siRNA 
<400> 13 

uucuccgaac gugucacgut t 21 

<210> 14 
<211> 21 
<212> DNA 
<213> Artificial 

<220> . . • . 

<223> DNA/RNA molecule used as a siRNA ' 

<400> 14 

acgugacacg uucggagaat t 21 
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